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Important Safety Information for NARCAN® (naloxone HCl) Nasal Spray
Risk of Recurrent Respiratory and CNS Depression: Due to the duration of action of naloxone relative to the opioid, keep the 
patient under continued surveillance and administer repeat doses of naloxone using a new nasal spray with each dose, as 
necessary, while awaiting emergency medical assistance.

Risk of Limited Effi cacy with Partial Agonists or Mixed Agonists/Antagonists: Reversal of respiratory depression caused by partial 
agonists or mixed agonists/antagonists, such as buprenorphine and pentazocine, may be incomplete. Larger or repeat doses may 
be required.

Precipitation of Severe Opioid Withdrawal: Use in patients who are opioid dependent may precipitate opioid withdrawal 
characterized by body aches, fever, sweating, runny nose, sneezing, piloerection, yawning, weakness, shivering or trembling, 
nervousness, restlessness or irritability, diarrhea, nausea or vomiting, abdominal cramps, increased blood pressure, and 
tachycardia. In some patients, there may be aggressive behavior upon abrupt reversal of an opioid overdose. Monitor for the 
development of opioid withdrawal.

In neonates, opioid withdrawal may be life-threatening if not recognized and properly treated and may also include convulsions, 
excessive crying, and hyperactive refl exes.

Reference: 1. NARCAN Nasal Spray [package insert]; 2020.

©2021 Emergent Devices Inc. Plymouth Meeting, PA. All rights reserved.
NARCAN® is a registered trademark of Emergent Operations Ireland Limited.
Emergent Devices Inc. and Emergent Operations Ireland Limited are
wholly-owned subsidiaries of Emergent BioSolutions Inc.
PP-NAR4-US-00447. 03/2021

DISCUSS NARCAN WITH PATIENTS WHO MAY BE AT INCREASED RISK OF OPIOID OVERDOSE
Please visit www.narcan.com/hcp to learn more.

Important Safety Information for NARCAN® (naloxone HCl) Nasal Spray cont'd
Abrupt Postoperative Reversal of Opioid Depression: Abrupt postoperative reversal of opioid depression may result in nausea, 
vomiting, sweating, tremulousness, tachycardia, hypotension, hypertension, seizures, ventricular tachycardia and fi brillation, 
pulmonary edema, and cardiac arrest. Serious sequelae of these events, including coma and death, have been reported. These 
events have primarily occurred in patients who had pre-existing cardiovascular (CV) disorders or received other drugs that may 
have similar adverse CV effects. Monitor these patients closely in an appropriate healthcare setting after use of naloxone HCl.

Adverse Reactions:  The following adverse reactions were observed in a NARCAN® Nasal Spray clinical study: increased blood 
pressure, constipation, toothache, muscle spasms, musculoskeletal pain, headache, nasal dryness, nasal edema, nasal 
congestion, nasal infl ammation, rhinalgia, and xeroderma.
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Please see the Brief Summary of Prescribing Information on the following page.
For more information, please visit www.narcan.com/hcp/signup/

Register for
educational

materials today.

As their healthcare provider,

you prescribed opioids after her son’s knee surgery.

You counseled the family about accidental opioid overdose.

You prescribed NARCAN® Nasal Spray.

Tonight, your actions made a difference.

Mom sees Brian slumped over his laptop.

He’s unconscious, struggling to breathe.1

She runs for the NARCAN®

Uses the nasal spray as directed,1 and calls for medical help.

Brian takes a breath.

YOU TAKE A DEEP BREATH, TOO.

Results may vary. Administer in accordance with Instructions for Use. Repeat doses may be necessary.
Not a substitute for emergency medical care.

INDICATION AND USAGE
NARCAN® (naloxone HCl) Nasal Spray is an opioid antagonist indicated for the emergency treatment of known or suspected 
opioid overdose, as manifested by respiratory and/or central nervous system  depression. NARCAN Nasal Spray is intended for 
immediate administration as emergency therapy in  settings where opioids may be present. NARCAN Nasal Spray is not a
substitute for emergency medical care.

CONTRAINDICATIONS
NARCAN Nasal Spray is contraindicated in patients known to
be hypersensitive to naloxone hydrochloride or to any of the
other ingredients. Seek emergency medical assistance immediately
after initial use, keeping the patient under continued surveillance. 

Talk to your patients about

"BRIAN! BRIAN! WAKE UP!"
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BRIEF SUMMARY OF PRESCRIBING INFORMATION FOR 
NARCAN® (naloxone HCl) NASAL SPRAY (4 mg)
Indication and Usage
NARCAN Nasal Spray is indicated for the emergency treatment 
of known or suspected opioid overdose, as manifested by 
respiratory and/or central nervous system depression.

NARCAN Nasal Spray is intended for immediate administration 
as emergency therapy in settings where opioids may be present. 

NARCAN Nasal Spray is not a substitute for emergency medical 
care.

CONTRAINDICATIONS
NARCAN Nasal Spray is contraindicated in patients known to be 
hypersensitive to naloxone hydrochloride or to any of the other 
ingredients.

WARNINGS AND PRECAUTIONS
Risk of Recurrent Respiratory and Central Nervous System 
Depression
The duration of action of most opioids may exceed that of 
NARCAN Nasal Spray resulting in a return of respiratory and/or 
central nervous system depression after an initial improvement 
in symptoms. Therefore, it is necessary to seek emergency 
medical assistance immediately after administration of the first 
dose of NARCAN Nasal Spray and to keep the patient under 
continued surveillance. Administer additional doses of NARCAN 
Nasal Spray if the patient is not adequately responding or 
responds and then relapses back into respiratory depression, as 
necessary. Additional supportive and/or resuscitative measures 
may be helpful while awaiting emergency medical assistance.

Risk of Limited Efficacy with Partial Agonists or Mixed 
Agonist/Antagonists
Reversal of respiratory depression by partial agonists or mixed 
agonist/antagonists such as buprenorphine and pentazocine, 
may be incomplete. Larger or repeat doses of naloxone 
hydrochloride may be required to antagonize buprenorphine 
because the latter has a long duration of action due to its slow 
rate of binding and subsequent slow dissociation from the opioid 
receptor. Buprenorphine antagonism is characterized by a 
gradual onset of the reversal effects and a decreased duration 
of action of the normally prolonged respiratory depression.

Precipitation of Severe Opioid Withdrawal
The use of NARCAN Nasal Spray in patients who are opioid-
dependent may precipitate opioid withdrawal characterized 
by the following signs and symptoms: body aches, diarrhea, 
tachycardia, fever, runny nose, sneezing, piloerection, sweating, 
yawning, nausea or vomiting, nervousness, restlessness or 
irritability, shivering or trembling, abdominal cramps, weakness, 
and increased blood pressure. In neonates, opioid withdrawal 
may be life-threatening if not recognized and properly treated 
and may include the following signs and symptoms convulsions, 
excessive crying, and hyperactive reflexes. Monitor the patient 
for the development of the signs and symptoms of opioid 
withdrawal.

Abrupt postoperative reversal of opioid depression after 
using naloxone hydrochloride may result in nausea, vomiting, 
sweating, tremulousness, tachycardia, hypotension, 
hypertension, seizures, ventricular tachycardia and fibrillation, 
pulmonary edema, and cardiac arrest. Death, coma, and 
encephalopathy have been reported as sequelae of these 
events. These events have primarily occurred in patients who 
had pre-existing cardiovascular disorders or received other 
drugs that may have similar adverse cardiovascular effects. 
Although a direct cause and effect relationship has not been 
established, after use of naloxone hydrochloride, monitor 
patients with pre-existing cardiac disease or patients who have 
received medications with potential adverse cardiovascular 
effects for hypotension, ventricular tachycardia or fibrillation, 
and pulmonary edema in an appropriate healthcare setting. 
It has been suggested that the pathogenesis of pulmonary 
edema associated with the use of naloxone hydrochloride 
is similar to neurogenic pulmonary edema, i.e., a centrally 
mediated massive catecholamine response leading to a 
dramatic shift of blood volume into the pulmonary vascular bed 
resulting in increased hydrostatic pressures.

There may be clinical settings, particularly the postpartum 
period in neonates with known or suspected exposure to 

Precipitation of Severe Opioid Withdrawal (cont'd)
maternal opioid use, where it is preferable to avoid the abrupt 
precipitation of opioid withdrawal symptoms. In these settings, 
consider use of an alternative, naloxone-containing product 
that can be titrated to effect and, where applicable, dosed 
according to weight.

ADVERSE REACTIONS
Because clinical studies are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical 
studies of a drug cannot be directly compared to the rates in 
the clinical studies of another drug and may not reflect the rates 
observed in practice.

In a pharmacokinetic study of 30 healthy adult volunteers 
exposed to one spray of NARCAN Nasal Spray in one nostril or 
two sprays of NARCAN Nasal Spray, one in each nostril, the most 
common adverse reactions were: increased blood pressure, 
musculoskeletal pain, headache, nasal dryness, nasal edema, 
nasal congestion, and nasal inflammation.

The following adverse reactions have been identified primarily 
during post-approval use of naloxone hydrochloride in the 
post-operative setting. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not always 
possible to reliably estimate their frequency or establish a causal 
relationship to drug exposure: Hypotension, hypertension, 
ventricular tachycardia and fibrillation, dyspnea, pulmonary 
edema, and cardiac arrest. Death, coma, and encephalopathy 
have been reported as sequelae of these events. Excessive 
doses of naloxone hydrochloride in post-operative patients have 
resulted in significant reversal of analgesia and have caused 
agitation.

Abrupt reversal of opioid effects in persons who were physically 
dependent on opioids has precipitated an acute withdrawal 
syndrome. Signs and symptoms have included: body aches, 
fever, sweating, runny nose, sneezing, piloerection, yawning, 
weakness, shivering or trembling, nervousness, restlessness or 
irritability, diarrhea, nausea or vomiting, abdominal cramps, 
increased blood pressure, tachycardia. In the neonate, opioid 
withdrawal signs and symptoms also included convulsions, 
excessive crying, and hyperactive reflexes.

USE IN SPECIFIC POPULATIONS
Pregnancy
The limited available data on naloxone use in pregnant women 
are not sufficient to inform a drug-associated risk. However, there 
are clinical considerations. Naloxone hydrochloride crosses the 
placenta, and may precipitate withdrawal in the fetus, as well as 
in the opioid dependent. The fetus should be evaluated for signs 
of distress after NARCAN Nasal Spray is used. Careful monitoring 
is needed until the fetus and mother are stabilized.

Pediatric Use
NARCAN Nasal Spray may be administered to pediatric patients 
of all ages.

Absorption of naloxone hydrochloride following intranasal 
administration in pediatric patients may be erratic or delayed. 
Even when the opiate intoxicated pediatric patient responds 
appropriately to naloxone hydrochloride, he/she must be 
carefully monitored for at least 24 hours, as a relapse may occur 
as naloxone hydrochloride is metabolized. In opioid dependent 
pediatric patients, (including neonates), administration of 
naloxone hydrochloride may result in an abrupt and complete 
reversal of opioid effects, precipitating an acute opioid 
withdrawal syndrome. Neonatal opioid withdrawal syndrome, 
unlike opioid withdrawal syndrome in adults, may be life-
threatening, if not recognized, and should be treated according 
to protocols developed by neonatology experts.

In situations where the primary concern is for infants at risk for 
opioid overdose, consider whether the availability of alternate 
naloxone containing products may be better suited than 
NARCAN Nasal Spray.

PATIENT COUNSELING INFORMATION
See FDA-approved Patient Prescribing Information and Patient 
Counseling Information section in the Full Prescribing Information.

NNS HCP BS 09/2020

Reference: 1. NARCAN Nasal Spray [package insert]; 2020.
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The Future of Alternative 
Pain Therapies
Tobias Moeller-Bertram, MD, served as co-chair of the recent 
Evolving Approaches in Pain Management conference in 
San Diego, California, on August 14, hosted by Physicians’ 
Education Resource®.

By Kenny Walter

THE NEED TO FIND NONOPIOID THERAPIES to treat both acute and chronic 
pain is critical for several reasons. 

As the population ages and individuals live longer, there will be a need to develop 
new therapeutics that are safe for and beneficial to the geriatric population.

In addition, our understanding of how opioid use develops into addiction and of the opioid 
epidemic continues to expand. 

In an interview with HCPLive®, Tobias Moeller-Bertram, MD, chief medical officer of 
Desert Clinic Pain Institute, explained why there are fewer-than-ideal alternative therapies, 
but how our growing understanding of both patients and treatments could soon lead to 
some positive changes. >>

KIMBERLY BOYLES/ADOBE STOCK
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Moeller-Bertram served as the co-chair of the Evolving 
Approaches in Pain Management conference held in San Diego, 
California, on August 14, which featured several experts discussing 
opioid use, alternative options for postsurgical pain, and how to 
best treat addiction. 

HCPLive®: Since pain is something that 
transcends different medical specialties, how 
important is it to bring individuals with different 
fields of expertise together and discuss pain-
related topics?
Moeller-Bertram: It’s of utmost importance. Pain affects all 
aspects of human experience—physical, mental, and spiritual.

And, if you look at the [clinicians in different] specialties who 
enter the pain field and can be certified, [they range] from anes-
thesia, focusing more on physiology and better blocking the pain 
with medicines, to psychiatry, which is really more focused on the 
emotional experience of pain.

You start with the definition of pain that is a physical and 
emotional experience. The whole concept of the biopsychosocial 
experience [is] that [treating] pain is the ultimate [representation] 
of whole-person care.

All specialties that focus on the physical, mental and spiritual 
aspect of pain are not only welcomed but necessary to really relieve 
pain from its origin, but also from the from the burden of pain and 
the suffering that comes with it.

A multidisciplinary or transdisciplinary approach is needed for 
meaningful treatments. 

HCPLive®: One of the meeting’s presentations 
involved osteoarthritis. As the population 
ages, how important is it to come up with 

pain-treatment alternatives that could help the  
older population?
Moeller-Bertram: This is a problem that will affect a lot of us. Not 
only is the population living longer, but I think the hope of living a 
meaningful life is very high. People want to stay active, and engaged 
and to contribute to society.

It will be very important to find means of 
increasing mobility and quality of life and 
avoiding the risks of current medications, 
particularly opioids.

There are some exciting opportunities. 
We’re working closely with our surgical and 
orthopedic colleagues trying to address osteo-
arthritis. In general, when you look at the 
newer evolving therapies, there’s some hope that new therapeu-
tics will be able to reduce osteoarthritis pain without the adverse 
effect profiles of opioids.

HCPLive®: Regarding cannabis, do we have a 
firm grasp on what problems it should be used 
for and what it is perhaps less effective for?
Moeller-Bertram: I wish I could give you the answer now, but 
in a few years, I think we’ll be able to do so. We have a sound 
understanding of its usefulness, and I think that the evidence so 
far is convincing enough to show that it’s a good product for pain, 
in general.

Before we even can consider which specific pain areas will 
respond well to the cannabis-derived treatments, we need to 
understand which compounds to watch.

Cannabis has more than 100 cannabinoids and [they work under] 
something called the entourage effect: The combination of different 
components works differently than each component alone.

TOBIAS MOELLER-
BERTRAM, MD
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Once we can explain that a little bit more—that we can see, for 
example, that a certain combination is better for reducing inflamma-
tion in the body—one could expect that any inflammation-driven pain 
would respond well to that combination.

If a combination has a more muscle-relaxing effect, one could 
imagine a therapeutic that consists of these components will be 
better when it comes to a musculoskeletal pain.

I think [progress will be made by] a combination of [things]: First, 
clinical data feedback that we get from patients who are taking these 
medications, indicating for which pain concerns and complaints it 
was helpful.

And then, second, us: We’ll scientifically understand which 
compounds and combinations of compounds have certain effects 
on the body, and [then we can] hopefully combine them and be 
able to come up with specific subsets of therapeutics for specific 
pain indications.

HCPLive®: Did the pandemic shed light on any  
of the gaps that must be closed in terms of  
pain management?
Moeller-Bertram: My immediate response would be that a 
substantial portion of my patients in my clinics has realized what 
[their] dependence on medications, particularly opiates, meant 
for them. 

[They went] through anxiety about making sure they had access to 
their medication, which I think wasn’t necessarily in the front of their 
minds prior to the pandemic.

Prior to the pandemic, patients didn’t normally report withdrawal 
symptoms. So I think that might be one aspect where people are 
reflecting more: Do I really want to expose myself to this scenario 
of living, where having access on a regular basis to these medi-
cations is not only important for me to treat my pain, but also 
important for me to avoid withdrawals? 

However, I’m not sure to what degree that will translate into the 
willingness to look at [opioid] alternatives or to make it easier for 
us to have conversations around reducing and limiting opioid use.

HCPLive®:  You presented a talk during the 
meeting about opioid addiction therapy options. 
How has this field grown in recent years?
Moeller-Bertram: It’s a field that continues to evolve. We do have 
options on the medical side, particularly the probuphine type of 
products, that have been brought more to the forefront.

The fact that it’s easier for physicians to prescribe them 
at this point has made a big impact, but there’s always room  
for improvement.

On the nonpharmacological side, we want to improve on and 

increase access to trauma-informed care and really work with 
patients with addictions in those areas. 

HCPLive®:  How challenging is it to balance the 
addictive nature of some of these substances 
with their medicinal value?
Moeller-Bertram: I think this is an ever-present issue when it comes 
to treatment. You want to have a beneficiary risk-benefit profile; you 
don’t want to expose people to unnecessary risks. Also, the indi-
vidual nature of how you respond to a pharmacologic compound 
plays a role here, too.

I think that we probably can learn more about predictive measures 
and predict the factors that will determine who responds in what 
way to certain drugs.

It’s not like every person responds the same way when it comes 
to addictive behavior related to certain drugs. But I believe that 
in medicine, we often just think about the “average” patient—who 
doesn’t really exist.

We know that some compounds absolutely have higher potential 
for addiction than others. 

I hope that in the future, we as physicians and health care 
providers will [be better able] to increase the benefits and reduce 
the risks when we are using therapeutics that have known benefits 
for the patients but also known problems.

HCPLive®: Are we close to achieving the balance 
needed in treating both chronic and acute pain?
Moeller-Bertram: I hope so. I think it’s driven by the understanding 
that the simple transition of one works for acute pain, so apply it 
to chronic pain does not work. I think the realization around that is 
really driving the change in thought process and change in approach 
of treatment.

I continue to hope that the concepts of whole-person care and 
individualizing treatment are going to continue—which has to mean 
that we look more at the circumstances, which person has what 
disease, for what reasons.

I think the trend is continuing. It’s going to take a while because a 
lot of factors are involved. 

Adaptation starts with the health care practitioners under-
standing, the patient’s acceptance of the shift in paradigm, and 
then the insurance apparatus and everything that’s behind the reim-
bursement models.

It will be a process. But I think that we are at the point that we 
know this: This path has to be walked and there’s really no turning 
away from it. So I hope that every stakeholder stays motivated and 
takes this path one step at a time. And maybe next year when you 
ask me, you’re going to have more tangible changes already. n

Alternative Pain Therapies
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Reducing Postoperative Pain
Opioids are needed in most cases following trauma or surgery.

By Kenny Walter

ALTHOUGH CONCERNS GROW ABOUT long-term 
opioid abuse and addiction, this class of drugs has defi-
nite medicinal value in relieving pain, particularly for 

intense acute pain following trauma or surgery. Alternatives can be 
selected in some situations, but in many, opioids are the best and 
sometimes only treatment option.

However, there is at least one way to leverage 
the value of opioids while reducing the likeli-
hood of abuse or addiction: targeting specific, 
short-term situations where opioids could be 
used post surgically.

In an interview with HCPLive®, Matthias 
Behrends, MD, associate clinical professor and 
director of acute pain service at the University 

of California, San Francisco, explained how prescribers are  
beginning to better understand when it is and isn’t appropriate to 
prescribe opioid treatments. 

Behrends presented during the Evolving Approaches in Pain 
Management conference in San Diego on August 14 on alterna-
tive therapies for postoperative pain. 

HCPLive®: How important is it for clinicians to 
decide when it is and isn’t appropriate to treat 
with opioids?
Behrends: I would say that at this point, the use of opiates is prob-
ably still without alternative when we’re talking about the treatment 
of really painful conditions. I think the majority of surgical proce-
dures, especially larger ones, fall into that category.

I think we’ve been making tremendous progress in helping to 
achieve a reduction of opioid use after surgery, especially in the 
inpatient setting, by using alternatives to opiates. It’s probably 

not a realistic goal to achieve opiate avoidance in the majority of 
cases, especially after a major surgery.

I think our goal should really be trying…to reduce the number of 
opiates we’re using. The most important part, I think, is reducing 
the time we depend on opiates for pain management.

Unless we get a new class of drugs with potency similar to that 
of opiates, it’s probably not realistic to assume that we’ll be able to 
manage without opiates anytime soon.

HCPLive®: Is it fair to say opioids have more of 
a use in acute pain and shouldn’t be prescribed 
as much to treat chronic pain conditions?
Behrends: I think it’s fair to say that opiates should not be the 
treatment of choice for chronic noncancer pain. With [this type of 
pain], we have probably more alternatives with nonopiates and also 
behavioral therapy. [However], I’m not saying that some chronic 
pain patients do not need opiates.

[Still], I think we should be focused on reducing the long-term 
use of opiates. This is also where [we find] most of the dangers 
around opiate use.

Cancer pain is an interesting topic [in itself], because cancer 
pain has [often] been taken out of these efforts to limit opioid use 
in chronic pain. But a lot of cancers are curable nowadays, and I 
think we need to discuss whether it’s really appropriate to be very 
permissive with opioid use and cancer pain, especially in those 
cases where patients have a good chance of cancer remission.

Acute pain is a little bit different, because we’re very often 
dealing with very severe pain that, in most cases, improves in a 
reasonably short time. Most patients recover from pain, but it can 
be really intense right after surgery or right after trauma. I think 
it’s appropriate to use opiates for severe acute pain, as long as we 
focus on making sure that these opiates will be tapered down as 
acute pain improves.

It is appropriate to use a drug that has actually a pretty good 
safety profile for short-term use, especially if it is being adminis-
tered in a more controlled environment like a hospital. And although 
adverse events do happen with opioid use, I think the need for 
potent analgesic options still makes it necessary to use opiates.

Again, we have to ensure that we take care of patients by 
successfully getting them off these opiates [when they are no 
longer needed]. The concept of transitional care is probably some-
thing that has been neglected, but it’s our responsibility to ensure 

MATTHIAS 
BEHRENDS, MD

I think we’ve been making 
tremendous progress 
in helping to achieve a 
reduction of opioid use 

after surgery.  
—Matthias Behrends, MD
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that patients at some point stop taking 
these drugs.

HCPLive®: What are some 
promising alternatives 
to opioids that could be 
considered?
Behrends: Probably nothing rivals 
the potency and the pain control you 
can achieve with opiates. Everybody 
raves about multimodal analgesia and 
adjuncts to opiates, but there’s only so 
much we can achieve.

For example, let’s take [acetamino-
phen] and gabapentin: Not everybody 
can take all of these drugs so they 
are normally at the core of any multi-
modal regimen.

The only thing that probably really 
compares with [the pain relief offered by] opiates, potentially, are 
regional anesthesia techniques, especially continuous techniques. 
Any effort that promotes a more aggressive use of regional anes-
thesia, especially continuous techniques, [is helpful]—for instance, 
sending patients home with a disposable water pump that they 
can send back, or using a catheter technique for an extended 
period of time. Those are probably the best things we can offer 
patients [at home].

Other modalities, such as intravenous lidocaine and ketamine, 
are mostly limited to the inpatient setting. They are really  
more adjuncts. 

HCPLive®: What are some of the important 
factors doctors must weigh in deciding 
whether to prescribe postoperative opioids?
Behrends: If there’s an alternative to an opiate, you should always 
consider using it. Again, though, sometimes pain is so severe that 
we feel that we don’t have an alternative to an opiate—or, if there 
is one available, it may be one associated with adverse effects that 
are equally undesirable.

For example, as you know, huge discussions have taken place 
about the appropriateness of the use of gabapentinoids periop-
eratively. That’s a discussion in itself and kind of complicates [the 
discussion] a little bit. But if we have an alternative approach to treat 
pain that’s reasonably safe, then it’s very reasonable to avoid opiates.

HCPLive®: Do you think we are ultimately 
heading in the right direction in terms of 

reducing dependency on some addictive 
substances while also appropriately  
treating pain?
Behrends: The opioid epidemic is a challenging topic; a lot of focus 
has been on the contribution of pain management providers to the 
opioid epidemic. And that is appropriate because, yes, we’re very 
often prescribing these drugs, and we’re responsible for some 
patients getting [dependent] on them.

But the opiate epidemic has occurred because of a lot more 
reasons than [physicians] who are writing prescriptions for opiates 
for pain management, and we have to see it in that context. 
[These reasons include] the social components, why patients are 
taking opiates, the lack of treatment options, the lack of mental 
health treatment options, and so on. It’s more complex than [the 
prescriber angle], and I’m not really sure that a strategy focused 
predominantly on the prescriber side for pain management will 
have a significant impact on addressing the opioid epidemic, 
because it’s just one of several factors.

We [do] have [some] share of responsibility, and again, what we 
have to focus on, first, is reducing the number of opiates we use in 
the treatment of chronic noncancer pain. 

The second thing we can do, and should do have to do, is 
make sure that when we use opiates for acute pain, that we help 
patients to taper off these opiates and discontinue their use, 
and ensure that they do. [This is] assuming that their pain does 
not become chronic, but [then again], even if the pain becomes 
chronic, we have to help them use modalities other than opioids 
to treat chronic pain. nXI
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Evidence-Based Behavioral Therapies  
in Addiction Treatment
Carla Marienfeld, MD, discusses therapy options for substance abuse patients in recovery.

By Connor Iapoce

MEDICATIONS FOR SUBSTANCE USE disorders 
are both effective and widely available, but the addi-
tion of therapy, whether individual or group, may 

benefit patients with these disorders to achieve recovery and 
meet their goals.

In an interview with HCPLive®, Carla Marienfeld, MD, of the 
University of California, San Diego, explained the options for 
patients with substance use disorders, including motivational 
interviewing and an adaptation of cognitive behavioral therapy.

Marienfeld presented a discussion on behavioral and nonopioid 
therapies for addiction treatment at the Evolving Approaches in 

Pain Management conference hosted by Physicians’ Education 
Resource® in San Diego, California, on August 14.

HCPLive®: Could you summarize your 
presentation and share some key highlights?
Marienfeld: We have many really excellent medications for 
treating substance use disorders, particularly opioid use disor-
ders, that have wonderful evidence for being helpful.

Many patients benefit from having therapies in addition to 
medications, whether it’s individual or group therapy that helps 
them with their goals around substances and to achieve recovery. KI
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The presentation covered some of the main, most common 
evidence-based therapies and approaches that we have for 
treating substance use disorders, with a particular focus 
on motivational interviewing, which is a style of facilitating a 
conversation in order to increase the person’s own intrinsic 
values and desires and likelihood to change.

HCPLive®: Could you talk a little bit more about 
the specifics of the behavioral therapies and 
how they help patients?
Marienfeld: We take a look at what the patient is presenting 
with, how effective medications have been in helping with 

recovery, if they have any co-occurring condi-
tions, or other psychiatric problems related 
to trauma. We use that to inform what we 
might offer in a therapy session.

The [most] basic [tenet] is called moti-
vational interviewing, which is a general 
approach to talking to a person that tries to 
limit their defensiveness, helps to elicit from 

them what they think is important based on their own values, 
and what might be most helpful for change.

The most common therapy we use in addiction treatment 
programs that use evidence-based medicine is based on an 
adaptation of cognitive behavioral therapy. Cognitive behavioral 
therapy was originally [developed to treat] depression and has 
been adapted for substance use to focus on triggers and identi-
fying coping skills that we can use to identify and manage trig-
gers and cravings.

In cognitive behavioral therapy, we focus on recognizing 
trigger cues, both external—in our environment—and internal—
coming from our own issues going on at that time. We try to 
anticipate high-risk situations and either avoid them or have a 
plan for managing them.

We provide coping skills to help people understand what 
options they have to try to manage negative emotions or crav-
ings, in order to prevent relapse, and then we connect people 
with each other and with meaningful activities to help them in 
their recovery.

Other approaches include 12-step programs, or what we 
might call mutual aid programs, that are free and readily avail-
able in the community. They often provide a network of support, 
which is very powerful. Having a good group, or cohort, of peers 
can be a very powerful agent of change. It’s really an amazing 
sort of decentralized system that’s available anywhere for free.

The community reinforcement approach is based on the idea 
that substance abuse is more of a learned behavior. If you use 

natural contingencies that are already operating in our environ-
ment, they can help modify that learned behavior.

Getting rewarded for the good choices that we make and 
[experiencing] natural consequences for the bad choices can 
shape our behavior. And we can have some way of modulating 
those things toward helping the person change.

HCPLive®: How often are these therapies 
used in conjunction with one another? Are 
they considered separate or do you often use 
them together?
Marienfeld: When a person accesses treatment, if they’re doing 
individual therapy, they often will focus on one main modality 
to kind of organize themselves. But, if it makes sense, that 
modality can shift over time.

If somebody is in a residential treatment program, or a partial 
hospital or an intensive outpatient treatment program, they 
often are having multiple group-based therapies per day, in addi-
tion to individual therapy.

One might be more of a cognitive behavioral therapy approach, 
one might be a family therapy approach, and another might be 
the craft approach, which is community reinforcement.

At any given time, you have different tools and approaches 
[available], so if something seems to work particularly well 
for that one person, they can go back and use that skill set. 
We’re trying to give people multiple tools in their tool belt, so 
to speak, so that they can have different things that will work 
best for them.

HCPLive®: Do behavioral therapies have 
different treatment markers that clinicians 
can follow, compared with pharmacologic 
treatment? >>

CARLA  
MARIENFELD, MD
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We’re trying to give 
people multiple tools 
in their tool belt, so to 
speak, so that they can 

have different things that 
will work best for them.  

—Carla Marienfeld, MD
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Marienfeld: We can assess the outcomes for the patient in lots 
of different ways. It depends on the patient’s goals. If their goal 
is abstinence, which is an important goal for many people, it’s 
easy to use a urine drug screen or other biological markers to 
determine whether or not the person is meeting that goal.

Sometimes we approach things from what we call a harm-re-
duction approach. Ideally, the person wouldn’t have any harms 
associated with their substance use. But, if they do, we try to 
reduce the substance use to a point where they’re not having 
any consequences for themselves or other people related to that 
as much as we can. We can still use biological markers [showing] 
use or no use in any setting to help us determine whether the 
therapy is effective or not.

We can also set other goals around the use of particular 
coping skills, improvements, and other co-occurring psychi-
atric disorders—for instance, improvements in anxiety and 
depression or reduction in symptom burden related to trauma.

We make a diagnosis of a substance use disorder based on 
11 criteria. If we approach an individual as a whole person who 
might have lots of different potential consequences associated 
with their substance use, we can track those individual criteria 
to see if we’re seeing improvements in those particular conse-
quences in that person’s life. There are many different ways that 
we can think about somebody making improvements.

Overall, in psychiatry, whenever we make any kind of a diag-
nosis, whether it’s substance use or behavioral health, mental 
health, etc, it has to impair the person’s functioning in some 
way. Ultimately, the way we determine if somebody is improving 
is if they’re experiencing improved functioning in their lives or 
not. That may or may not be in conjunction with abstinence from 
a substance—of course, often, abstinence from the substance 
does help improve their functioning. 

HCPLive®: Have you seen any barriers to these 
therapies, or an unwillingness to use them, in 
favor of more medication-based treatments?
Marienfeld: Particularly for opioid use disorder, we do advo-
cate medication. First, the benefits of medication—for mortality, 
for functioning, for cessation of use—are just so robust that we 
really wouldn’t advocate for not using it. People can benefit from 
these kinds of therapies in addition to medication. However, 
there are a lot of barriers to accessing treatment.

Many of the barriers to accessing medications are around 
stigma. People don’t want to go to a clinic that makes refer-
ence to addiction in its name, for instance. Another issue is that 
people don’t know that these medications exist, or they have 
misconceptions about them, that they’re “just another drug,” for 

example. These inaccuracies can be harmful and prevent people 
from accessing the right medications.

For the therapies, in addition to the stigma that is a problem 
for some patients, access may also be limited by insurance 
coverage and time and availability. Plus, depending on where 
you live, there may not be a lot of therapists around.

There are also personal barriers. Some patients really struggle in 
group-based settings, particularly if they have a history of trauma.

For example, patients who have certain psychiatric condi-
tions that might make them paranoid often say they don’t prefer 
groups, but they [often] actually find that they can be quite 
beneficial, if they find a good peer group to work with. Individual 
therapy can be more challenging.

Unfortunately, there are a lot more patients than there are 
providers, both in terms of psychiatrists and of psychologists, 
social workers, and other drug and alcohol counselors.

So, [that’s one reason] having sustained individual therapy 
can be a challenge, and another is making sure that you have 
long-term coverage from your insurance so you can continue it.

In addition, you want to make sure that the therapy that you’re 
doing is a good fit for the patient and their goals. Sometimes 
when we’re doing more manualized therapies, which have a lot 
of evidence for being very helpful, patients can feel like they’re 
just going through a workbook. It’s not personalized, or it’s not 
targeting their specific problems that they want to address at 
that time.

Those are important conversations to have to make sure that 
you’re addressing the right problems, and that you’re making 
progress in what you’re trying to do to help the person

HCPLive®: Would you like to add anything else?
Marienfeld: This talk was about pain management. I think that 
it’s important, when we’re thinking about new initiatives for pain 
management, to recognize the role of therapy and of treating 
co-occurring mental health and substance use disorders [to 
affect] the patient’s experience of pain and their outcomes of 
improving pain.

Medications for opioid use disorder can have some ancillary 
benefits for pain. But nonmedication treatments for substance 
use disorder also typically address co-occurring anxiety, depres-
sion, etc, and all of those things are moderators of how people 
experience pain and their outcomes for pain treatment.

It’s important to understand that these therapies exist and 
to understand a little bit about how they work to help improve 
the patient’s experience and outcomes for pain, in addition to 
providing medication and any other nonmedication treatments 
for pain. n
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The Influence of Diet on Pain Management
Gordon Saxe, MD, discusses the role of nutrition in determining levels  
of inflammation and its potential in treating patients.

By Connor Iapoce

DIET MAY BE A SIGNIFICANT FACTOR in pain 
management, with proper nutrition associated with 
improved levels of pain.

In an interview with HCPLive®, Gordon Saxe, MD, of the 
University of California, San Diego, discussed the intricacies of 
dietary patterns in influencing pain management, particularly 
the role of omega-3 and omega-6 fats in determining the level 
of inflammation. 

Saxe presented a discussion titled “Nutrition in Pain 
Management: The Impact of Diet on Inflammation and Specific 
Disease States” at the Evolving Approaches in Pain Management 
conference hosted by Physicians’ Education Resource® in San 
Diego, California, on August 14. 

HCPLive®: Can you summarize your 
presentation, including the key highlights?
Saxe: The presentation looked at a few different topic areas 
having to do with the interface among diet, nutrition, and pain 

management. [In particular], I looked at the 
mechanisms by which diet and nutrition can 
influence pain—pain intensity, pain perception, 
and so forth. 

I delved into each of several representa-
tive mechanisms, and looked at the nuts and 
bolts about how diet influences the different 
pathways; an overriding one is the process of 

inflammation. Then, I gave dietary recommendations or sugges-
tions that flow out of that, for how one might manage a patient 
with pain, nutritionally. 

HCPLive®: Could you discuss a specific diet 
that you find advantageous in reducing 
inflammation? How does that benefit pain 
management in the patient?
Saxe: I wouldn’t speak so much about any specific diet—
[instead], it’s more of a dietary pattern. And it really needs to 
be individualized: There is no one-size-fits-all, although there are 
guiding principles that I think are somewhat universal. 

One really important metric in looking at the relation-
ship of diet and inflammation has to do with essential fats in 

the diet: omega-3 fats and omega-6 fats. Omega-6 tends to 
promote the process of inflammation and omega-3 tends to be 
anti-inflammatory. 

What matters in terms of the inflammatory potential of a diet is 
the ratio between the 2 fats. Often, doctors will prescribe omega-3 
for conditions that may have an inflammatory component. 

The standard American diet is associated with a number of 
chronic inflammatory conditions. I believe that while it’s not 
totally a matter of these fats in your diet, they do offer a good 
index of the inflammatory potential of the diet overall. 

The process of inflammation is not inherently a bad thing. If 
we are injured, blood cells get drawn to the site of the injury of 
the potential infection. As blood flows to that area, that area 
tends to become red, and as it fills in, that area tends to swell 
up. It tends to press on nerve endings, and it causes pain.

The problem occurs when the process becomes chronic—
when there’s a constant, low-grade irritant that’s triggering the 
inflammatory process. Something that causes low-grade irrita-
tion is a high intake of omega-6 relative to omega-3. 

The omega-6 goes into a biochemical pathway that occurs 
within every cell in the body called the arachidonic acid cascade. 
When it’s omega-6 that feeds into that downstream, small mole-
cules that are inflammatory get produced at the cellular level, 
and they tend to trigger inflammation. 

When the precursor, the substrate, is composed much more 
of omega-3, the arachidonic acid cascade responds by triggering 
a whole different arm, and that tends to produce downstream 
molecules that are anti-inflammatory. 

These instead act on cells in the body or act on tissues in the 
body. Not only is omega-3 anti-inflammatory, but it also tends to 
reduce platelet aggregation and to help to dilate blood vessels. 

HCPLive®: What mechanisms do you think 
would need to be put into place for clinicians 
to help patients set and reach proper 
nutrition goals? 
Saxe: First and foremost, it’s important for clinicians to have a 
sense of the full potential of what diet can do. When I was in 
medical school, I worked with a faculty preceptor physician who 
had me interview a patient with hypercholesterolemia. >>

GORDON  
SAXE, MD
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As I was trained as a nutritional epidemiologist, I thought we 
needed to help change her diet.

The doctor said to me, “Good point, but I already gave her the 
diet sheet and she didn’t do anything. So I’m gonna put her on 
the statins.” I thought, well, you gave her the diet sheet and you 
expected her to do anything at all. It takes a full-court press to 
help patients to make the often-complex changes in their diet. 

Even under the best of circumstances, not everybody is going 
to do it. But in selected patients, it can make a huge difference. 
They’ve already had so many medications with lots of adverse 
effects, that cost a lot of money, and they want to do something 
that empowers themselves. 

On the other hand, from the physician’s perspective, this takes a 
lot of work. Their practices are not necessarily geared or set up to 
help patients make these changes. We have to constantly remind 
ourselves about the importance of healthy food and proper nutrition. 

Doctors don’t typically have reimbursements to help offer 
this to patients. Their time is far more valuable diagnosing and 
treating diseases than it is counseling somebody and taking a 
lot of time in an area when it’s not their forte. 

HCPLive®: Do you think we’ll reach a point 
where either proper nutrition is that first step 
before pharmacologic treatment, or they will 
be used simultaneously on a wide scale?
Saxe: I think it depends on the individual. For some people who 
are in a crisis, they won’t be able to change their diets or they’ll 
find dietary change is going to be too difficult or will take too long. 
They need to have relief from their symptoms here and now. 

Others, those who have more chronic pain that flares at times, 
may have more capacity to make changes. With them, you can 
start in a more primary way with discussion about diet and nutri-
tion and other healthy lifestyle changes. 

I think there’s no [rule] that says you cannot combine medica-
tion or more targeted treatments simultaneously with an effort 
to try and turn down the flame from underneath. 

Overall, I think it’s important to help a patient, by whatever 
means possible, to create a stable situation in which they can 
more effectively change. 

As you titrate up the dietary changes, the patient will hope-
fully have some improvement. Then, you can then gradually 
titrate down the level of medication you need to achieve the 
same clinical outcome.

HCPLive®: Is anything happening in the field 
right now that you’re particularly excited about 
or you find important to share? 
Saxe: One thing that I also spoke about at the conference was the 
impact of diet and nutrition on the gut microbiome. 

We’re learning that the aggregate collection of microbes on 
every surface of the body that comes in contact with the outside 
world, whether it’s the surface of the skin or any hole in the body, 
ends up with a coating of microbes, and particularly important are 
the ones that make it down to the large intestine, the gut. 

When we have the right kind of microbes in our gut, they tend 
to code for the production of healthy proteins that are good for us. 

One that pertains to pain are the nerves that are structured into 
bundles. They project— particularly via the back (or dorsal) branch 
of one of the cranial nerves that then projects to multiple points in 
the brain and the central nervous system[—throughout the body]. 
These microbes influence the production of neurochemicals. 

They turn on or off depending on whether there is a good 
balance of microbes in the gut, or an imbalance—one that perturbs 
the signaling from gut to brain. They can influence the genetic 
expression of genes that code for the production of neurotrans-
mitters like GABA. 

When GABA levels are higher, we tend to suppress incoming 
pain signals and blunt them; the perception of pain at a given 
level of stimulus is reduced. When GABA levels go down, even 
a light touch, such as a wisp of cotton or a piece of paper, can 
lead to terrible perception of pain, even though the stimulus is 
not that great. 

We can alter brain chemistry to a large extent. We’re learning 
more and more by helping patients to alter the balance and the 
level of diversity within their gut microbiomes. 

One of the major determinants of the balance of the gut micro-
biome after a person has achieved adulthood is their diet. It’s the 
leading factor after maturity, although it used to be thought that 
the microbiome you had was the one you were stuck with for life. 

Now, we know that a profound change in diet can result in 
a dramatic shift in the balance of microbes within a matter 
of days. This can be associated with some pretty profound  
clinical improvements. n

First and foremost, it’s 
important for clinicians  
to have a sense of the  
full potential of what  

diet can do. 
—Gordon Saxe, MD
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Release of 2016 CDC Guideline Associated 
With Decrease in Opioid Prescriptions
Prior to the guideline, 558,175 patients received prescriptions, compared with  
532,962 patients after.

By Connor Iapoce

THE US CENTERS FOR Disease Control and Prevention 
(CDC) released its Guideline For Prescribing Opioids for 
Chronic Pain in 2016, but little has been known about 

its association with subsequent prescribing patterns in patients 
considered opioid naïve.

Investigators, led by Jason E. Goldstick, 
PhD, of the Injury Prevention Center, 
University of Michigan, decided to examine 
post–CDC guideline changes in initial rate of 
prescription, duration, and dosage practices 
to opioid-naive patients.1

The team found that prescribing duration 
has tended to decrease after the guideline 

release, which was associated with trusted sources on prescribing 
practices, leaving potential to reduce opioid-related abuses.

Study
Investigators collected data from April 2011 to December 
2017 on prescribing opioids to adults 18 years or older who 
were considered opioid naive, to identify any change that 

occurred after the release of the CDC guideline. All eligible 
patients had received no opioid fills in the previous 12 months 
and had data available for at least a 9-month follow-up period; 
ineligible patients included those with cancer or palliative 
care claims.

Eligible adults were enrolled during a 21-month baseline and 
follow-up period. 

The team divided patient data into 6 cohorts: 4 preguideline, 
with follow-up periods each year from 2012-2015, and 2 post-
guideline, with follow-up periods at the end of 2016 and 2017.

Investigators quantified opioid dosage using morphine milli-
gram equivalents (MMEs) and calculated prescription duration 
as the number of days covered by the prescription.

They examined 3 outcomes: duration of initial prescription, 
dosage of initial prescription (MME/day), and binary indicator of 
whether the initial prescription was high dose (≥50 MME/day).

Results
The 6 cohorts included 12,870,612 individuals; their mean age 
in 2016 was 51.2 years and 50.9% were women. Cohort size >>
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COVID-19 Pandemic Affects Prescription 
Rates for Opioid Disorder Medications 
Results of a new study suggest that prescriptions for patients already under treatment for 
opioid use disorder (OUD) were not affected by the pandemic, but new patients experienced 
lower rates of prescriptions for OUD medications throughout 2020.

By Connor Iapoce 

ALTHOUGH THE COVID-19 PANDEMIC clearly 
affected traditional medical care, results of a new study 
suggest that patients receiving treatment for opioid use 

disorder (OUD) had continued access to medications throughout.1

However, new patients experienced lower rates of prescriptions 
for OUD medications throughout 2020.

Led by Janet M. Currie, PhD, of the Center for Health and 
Wellbeing at Princeton University, investigators evaluated how the 
prescription of medications for OUD changed for new and current 
patients during the pandemic. 

The 2 medications most often prescribed for OUD are opioid 
analgesics for pain management and buprenorphine. Investigators 

found that before the COVID-19 pandemic, rates of opioid analgesic 
prescriptions had decreased and rates of buprenorphine prescrip-
tions for OUD had increased, compared with prescription rates over 
time before the pandemic between January 2018 and March 2020.

The team hypothesized that patients experiencing reductions in 
medication supply may lead to nonprescription opioid abuse, and a 
decreased likelihood of prescriptions given to opioid-naïve patients.

The Study
The cross-section study compared the evolution of rates of 
opioid-use prescription from January 2018 to September 2020 
with projected rates of prescriptions for 2020. Prescription data 

ranged from 4,475,718 individuals in 2013-2014 to 5,832,088 
individuals in 2016-2017. Further, the mean age of each cohort 
increased annually, rising from 48.7 years in 2011-2012 to 51.9 
years in 2016-2017.

Goldstick and colleagues observed that patients who were 
considered opioid naïve during the 9-month follow-up period 
decreased in each cohort.

The total of opioid naïve patients in preguideline cohort 1 
(2011-2012) was 558,175 (11.9%) compared with 532,962 
patients (9.1%) in postguideline cohort 2 (2016-2017).

In the first year following release of the guidelines, patients 
who received prescriptions during follow-up had an adjusted 
mean days’ supply that was 4.7% (95% CI, 4.3%-5.1%) lower 
than what might have been expected if the preguideline trend 
had held. In the second year following release, the mean days’ 
supply was 9.8% (95% CI, 9.3%-10.3%) lower. 

Similarly, the adjusted odds of a high-dose initial prescription 
were lower in the first year (odds ratio [OR], 0.97; 95% CI, 0.96-
0.98) as well as in the second year (OR, 0.94; 95% CI, 0.93-0.96) 
following the release of the CDC guideline compared with expec-
tations from preguideline trends.

Conclusions
The data show that initial opioid use prescriptions changed after 
the release of the CDC guideline, leading investigators to conclude 
that in this case, an evidence-based guideline was associated 
with clinician behavior. They noted that effective implementation 
of guidelines would include assessment of benefit-risk profiles, 
patient education, and risk mitigation.

“Additionally, expanding access to nonopioid therapy, including 
nonopioid pain medications and nonpharmacologic therapies, 
coupled with technological innovations, such as electronic health 
record–based dashboards for clinicians to track pain treatment 
practices and outcomes for patients who are opioid naive, could 
help pain management,” the investigators wrote. “These and other 
strategies to optimize guideline-concordant care have potential to 
improve pain management and reduce opioid-related harms.”
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were obtained from the IQVIA LRx database for the 
United States. 

The data included 2 billion prescriptions; 90% of 
prescriptions were filled at retail pharmacies and 70% 
by mail order. Seventy percent of medications were 

prescribed to patients described 
as being in long-term care. 

Patients without an opioid anal-
gesic prescription in the past 365 
days of study were considered to 
be opioid naive. Similarly, patients 
who had not filled a prescription 
for buprenorphine in 365 days 

were considered new patients.
Investigators evaluated weekly totals of 4 opioid 

analgesic prescription measures: total number of 
prescriptions filled, total morphine milligram equiv-
alents (MMEs), mean MMEs per prescription, and 
mean number of dispensed units per prescription.

They utilized 3 weekly measures of buprenorphine 
for OUD: total number of prescriptions, total number 
of units prescribed, and mean number of dispensed 
units per prescription. 

Investigators projected values for 2 periods within the COVID-19 
pandemic. The initial period ran from when a national emergency 
was declared, March 18 through May 19, 2020, and the second 
period was from May 20 to September 1, 2020. 

The Results
The team found that 452,691,261 opioid analgesic prescriptions 
and 90,420,353 buprenorphine prescriptions were written; 56% of 
patients were female and the mean age of all patients was 49 years.

From March to May, there were 1877 million units of MME 
opioid analgesics prescribed weekly, vs the 1843 million that 
were projected.

Opioid-naive patients received 370,051 prescriptions of MME 
opioid analgesics, vs the 564,929 projected. 

The projected and actual numbers of buprenorphine prescrip-
tions written for existing OUD patients were similar. Although the 
number of prescriptions initially decreased, the mean number of 
MMEs in each prescription was larger, resulting in little overall 
change in MME supply rates. 

Buprenorphine prescriptions to new patients numbered 9865 
vs the 12,008 projected, or 18% fewer than expected.

From May to September, the prescription of opioids returned to 
100% of projected levels; by August, new patients were receiving 
opioids  at a level of 90% of the projected number. 

Overall, the investigators stated, most existing patients did not expe-
rience disruption to their supply of medication during the pandemic, 
but opioid-naive patients were less likely to be prescribed opioids. 

“Estimates [indicate] that 1.75 million fewer opioid-naive patients 
received opioid prescriptions in the weeks from March 18 to May 
19, 2020,” investigators wrote. “Given the decreasing trends in 
opioid prescribing before the pandemic, some of these patients 
may never receive opioids, thereby reducing future use.”

The data showed that the largest change in prescribing occurred 
in new patients who may have been prescribed buprenorphine for 
OUD, with rates that remained decreased through August 2020. 

However, an estimated 36,954 patients did not seek out treat-
ment due to the complications of the pandemic, which investiga-
tors say may have been associated with the increase in overdose 
deaths during COVID-19. 

“These results suggest that the pandemic reversed some of the 
improvement in access to buprenorphine for OUD that occurred 
during the past decade,” investigators concluded. “Improving and 
maintaining access to treatment should be a priority.” n
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Use of Contingency Management 
Addresses Clinical Issues in  
OUD Treatment
Data show that 82% of studies reported significant abstinence from  
psychomotor stimulant use at the end-of-treatment assessment.

By Connor Iapoce

ALTHOUGH MEDICATION FOR opioid use disorder 
(OUD) is effective in reducing illicit opioid use, an increase 
in comorbid stimulant use among those with OUD is 

concerning, as it often works against the medication’s efficacy, 
contributing to premature treatment termination.

A recent study examined the association of 
contingency management, wherein patients 
receive material incentives on the basis of 
objectively verified behavioral changes, with 
end-of-treatment outcomes for the comorbid 
behavioral problems.1

Led by Stephen T. Higgins, PhD, of the 
Department of Psychiatry, University of 

Vermont, investigators found evidence in support of the use 
of contingency management by clinicians to address key 

clinical problems in patients receiving medication for opioid use 
disorder (MOUD), particularly for comorbid psychomotor stimu-
lant misuse.

Study
Investigators performed a systematic search of PubMed, Web of 
Science, and Cochrane Controlled Register of Trials databases 
through May 6, 2020, to identify studies exploring contingency 
management with patients receiving MOUD, using the terms 
“vouchers,” “contingency management,” or “financial incentives.” 
They found 1443 reports with initial screening.

After screening for eligibility, 213 reports were advanced for full-
text review to meet criteria of a prospective, experimental study 
of monetary-based contingency management among patients 
receiving MOUD. A total of 74 studies met full inclusion criteria.
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Upon extracting data from studies for the analysis, the investi-
gators noted that the primary outcomes included the association 
of contingency management at end-of-treatment assessments 
with 6 clinical problems: stimulant use, polysubstance use, illicit 
opioid use, cigarette smoking, therapy attendance, and medica-
tion adherence.

The team used random-effects meta-analysis models to 
compute weighted mean effect size estimates (Cohen d) across 
3 categories assessing abstinence and 2 categories assessing 
treatment adherence outcomes.

Results
The 74 studies included 10,444 adult participants receiving 
MOUD, and 60 studies were eligible for meta-analyses. 
Twenty-two studies tested the efficacy of contingency manage-
ment in increasing abstinence from psychomotor stimulant 
use; of these, 18 (82%) reported significant abstinence at the 
end-of-treatment assessment.

The team noted that contingency management had a medium- 
to large-sized association with end-of-treatment outcomes for 
all 6 problems examined separately. For stimulants, the Cohen d 
score was 0.70 (95% CI, 0.49-0.92).

The team found that in the results of 9 studies, contingency 
management had a medium-to-large effect size on abstinence in 
illicit opioid use (Cohen d, 0.58; 95% CI, 0.30-0.86) and in the results 
of 3 studies, it showed a medium-to-large effect on increased absti-
nence regarding cigarette use (Cohen d, 0.78; 95% CI, 0.43-1.14).

In addition, contingency management was associated with a 
small-to-medium effect on abstinence compared with controls in 

polysubstance use in the results of 18 studies (Cohen d, 0.46; 
95% CI, 0.30-0.62). The researchers noted a small-to-medium 
effect size of contingency management on increasing therapy 
attendance (Cohen d, 0.43; 95% CI, 0.22-0.65).

All study results showed an overall medium-to-large effect 
size of contingency management on medication adherence 
(Cohen d, 0.75; 95% CI, 0.30-1.21).

Finally, contingency management had a medium-to-large 
effect size for both abstinence (Cohen d, 0.58; 95% CI, 0.47-
0.69) and treatment adherence (Cohen d, 0.62; 95% CI, 0.4-0.84) 
in comparison with control.

Conclusions
An association exists between contingency management and 
treatment of varied clinical problems that are common in patients 
receiving MOUD, concluded the investigators.

“The results support a position that policy makers including 
CMS should make concerted efforts to support broad dissemina-
tion of contingency management to the many community clinics 
throughout the United States currently struggling with the chal-
lenges of the opioid crisis, especially concomitant psychomotor 
stimulant use among patients taking MOUD,” they wrote. n
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Racial Disparities in Acute Pain 
Management Are Not Linked to  
Treatment Preference
Black patients received different opioid prescriptions compared with White patients,  
even after clinicians were given additional patient-level data.

By Connor Iapoce

INVESTIGATION RESULTS HAVE SHOWN that Black 
patients are less likely than White patients to receive opioid 
medication for acute pain when they are treated in the emer-

gency department (ED). Questions remain about the factors  

associated with the disparities, and some experts theorize that a 
culprit is statistical discrimination, in which clinicians make 
choices based on generalizations about a group rather than on a 
specific patient. >>AN
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Led by Zachary F. Meisel, MD, MPH, MSHP, 
of the Perelman School of Medicine, University 
of Pennsylvania, a team of investigators 
observed that the disparities in acute pain 
management in Black patients compared with 
White patients remained even after clinicians 
were given additional patient-level data, which 
suggests that a lack of patient information is 

not associated with disparities in opioid prescribing.1

Study
The study addressed gaps in pain management through an examina-
tion of racial disparities in opioid prescribing through a secondary 
analysis of data from the Life Stories for Opioid Risk Reduction in 
the ED (Life STORRIED) randomized clinical trial. Patients were 
enrolled between June 2017 and August 2019.

Inclusion criteria were presentation to the ED for uncomplicated 
ureteric colic or musculoskeletal back and/or neck pain; being 
aged 18 to 70 years; and clinician intention to discharge patients 
within 24 hours of enrollment.

Following randomization, patients were asked to complete a series 
of surveys: a demographic survey, a pain management preference 
survey, and the Opioid Risk Tool (ORT) to assess risk of opioid misuse.

ORT has a score range of 0 to 26, with 0 to 3, 4 to 7, and 8 or 
higher indicating low, moderate, and high risk, respectively.

Main outcomes included patient receipt of an opioid prescription 
at ED discharge, and concordance between patient preference for 
an opioid-containing treatment and the treatment they received. 
Concordance was defined as when a participant who preferred 
opioids received such a prescription at discharge, or when a patient 
who did not prefer opioids did not receive a prescription at discharge.

Results
A total of 1302 participants were enrolled in the Life STORRIED 
clinical trial; complete data were available on demographic char-
acteristics and treatment preferences for 1012 patients in the 
secondary analysis. Of these, 671 (66.3%) and 341 patients 
(33.7%) were assigned to the treatment and control arms, 
respectively.

Demographic data showed that 563 patients (55.6%) identified 
as female, with a mean age of 40.8 years for all patients. A total 
of 455 patients (45.0%) identified as White, while 384 patients 
(37.9%) identified as Black.

Further, 377 patients (37.3%) had preference for opioids at ED 
discharge, 238 patients (23.6%) received a prescription for opioids 
at ED discharge, and 659 patients (65.2%) received treatment 
concordant with preference.

White patients were more likely to receive a prescription for 
opioids at ED discharge compared with Black patients (33.7% vs 
12.2%; P <. 001), investigators noted.

In addition, after controlling for demographic and clinical 
features, Black patients had lower odds compared with White 
patients of receiving prescriptions for opioid medication at ED 
discharge (odds ratio [OR], 0.42; 95% CI, 0.27-0.65).

The team noted that when considering patients who preferred 
and did not prefer opioids, Black patients still had lower odds 
of discharge with prescription for opioids compared with White 
patients. This was seen among those who preferred opioids (OR, 
0.43; 95% CI, 0.24-0.77) and among those who did not prefer 
opioids (OR, 0.45; 95% CI, 0.20-0.89).

Conclusions
“These disparities were not eliminated by assessing and 
providing clinicians with patients’ treatment preferences and 
risk of opioid misuse,” the investigators wrote. “Future research 
is warranted to further examine alternative factors associated 
with prescribing disparities.” n
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Perspective on Effective Management
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