EDITORIAL

Medication treatment of opioid use
disorder in primary care practice:
Opportunities and limitations

Restrictions on prescribing buprenorphine (BUP) for opioid use disorder
(OUD) have been rescinded, increasing the opportunity for primary care
clinicians to prescribe it. Challenges to treating OUD include the practice
costs of management, gaps in clinical education, the stigmatization of
patients with OUD, and barriers to insurance coverage of BUP.
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T he Centers for Disease Con-
trol and Prevention (CDC)
reported 106,699 deaths in
2021 from drug overdose, with the
majority being linked to synthetic
opioids, including fentanyl and tra-
madol.! This number compares with
42,795 deaths due to motor vehicle
accidents and 48,183 deaths due to
suicide in 2021.2* Most of the opioid
overdose deaths occurred among
people aged 25 to 64 years, the peak
age of patients cared for by obstetri-
cian-gynecologists. Among pregnant
and postpartum persons, mortality
due to drug overdose has increased
by 81% between 2017 and 2020.*
Among pregnant and postpar-
tum patients, drug overdose death is
more common than suicide, and the
risk for drug overdose death appears
to be greatest in the year following
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delivery.*® In many cases, postpar-
tum patients with OUD have had
multiple contacts with the health care
system prior to their death, show-
ing that there is an opportunity for
therapeutic intervention before the
death occurred.” Medication-assisted
recovery for OUD involves a com-
prehensive array of interventions
including medication, counseling,
and social support. Medication treat-
ment of OUD with BUP or metha-
done reduces the risk for death but
is underutilized among patients with
OUD.5® Recent federal legislation has
removed restrictions on the use of
BUP, increasing the opportunity for
primary care clinicians to prescribe it
for the treatment of OUD.?

Screening and

diagnosis of OUD

Screening for OUD is recommended
for patients who are at risk for
opioid misuse (ie, those who are

taking/have taken opioid medica-

tions). The OWLS (Overuse, Wor-

rying, Losing interest, and feeling

Slowed down, sluggish, or sedated)

screening tool is used to detect pre-

scription medication OUD and has

4 questions'®:

1. In the past 3 months did you use
your opioid medicines for other
purposes—for example, to help you
sleep or to help with stress or worry?

2.In the past 3 months did opioid
medicines cause you to feel slowed
down, sluggish, or sedated?

3.In the past 3 months did opioid
medicines cause you to lose inter-
est in your usual activities?

4. In the past 3 months did you worry
aboutyour use of opioid medicines?

Patient agreement with 3 or 4 ques-

tions indicates a positive screen-

ing test.

If the patient has a positive
screening test, a formal diagno-
sis of OUD can be made using the
11 symptoms outlined in the
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American Psychiatric Association’s
Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition."! The
diagnosis of mild (2 to 3 symptoms),
moderate (4 to 5 symptoms), or
severe OUD (6 or more symptoms) is
made based on the number of symp-
toms the patient reports.

Buprenorphine treatment
of OUD in primary care

The role of primary care clinicians in
the medication treatment of OUD is
increasing. Using a nationwide system
that tracks prescription medications,
investigators reported that, in 2004,
psychiatrists wrote 32.2% of all BUP
prescriptions; in 2021, however, only
10% of such prescriptions were pro-
vided by psychiatrists, with most pre-
scriptions written by non-psychiatrist
physicians, nurse practitioners, and
physician assistants that year.’* Inno-
vative telehealth approaches to con-
sultation and medication treatment of
OUD are now available—one example
is QuickMD." Such sites are designed
to remove barriers to initiating medi-
cation treatment of OUD.

The role of primary care clini-
cians in the management of OUD
using BUP and buprenorphine-
naloxone (BUP-NAL) has increased
due to many factors, including:

o the removal of US Food and Drug
Administration (FDA) barriers to
prescribing BUP

o the epidemic of OUD and the
small size of the addiction special-
ist workforce, necessitating that
primary care clinicians become
engaged in the treatment of OUD

e an increase in unobserved ini-
tiation of BUP among ambulatory
patients, and a parallel decrease
in cases of observed initiation in
addiction center settings

o the reframing of OUD as a chronic
medical problem, with many simi-
larities to diabetes, obesity, dyslip-
idemia, and hypertension.

Similar to other diseases managed
by primary care clinicians, OUD
requires long-term chronic treat-
ment with a medicine that, if taken
as directed, provides excellent out-
comes. Primary care clinicians who
prescribe BUP also can optimize
longitudinal care for comorbid dis-
orders such as hypertension and dia-
betes, which are prevalent in people
with OUD.

In 2019, New Jersey implemented
new guidelines for the treatment of
OUD, removing prior authorization
barriers, increasing reimbursement
for office-based OUD treatment, and
establishing regional centers of excel-
lence. The implementation of the new
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guidelines was followed by a marked

increase in BUP prescribers among

primary care clinicians, emergency
medicine physicians, and advanced
practice clinicians.!

To estimate the public health
impact of BUP prescribing by primary
care clinicians, investigators simulated
patient outcomes in 3 scenarios'®:

1. primary care clinicians refer
patients to addiction specialists for
OUD treatment

2.primary care clinicians provide
BUP services in their practice

3.primary care clinicians provide
BUP and harm reduction kits con-
taining syringes and wound care
supplies in their practice.

Strategies 2 and 3 resulted in 14%
fewer deaths due to opioid over-
dose, an increased life expectancy of
approximately 2.7 years, and reduced
hospital costs. For strategy 3, the
incremental cost per life-year saved
was $34,400. The investigators noted
that prescribing BUP in primary care
practice increases practice costs.'®

Treatment with BUP reduces
death from opioid overdose, improves
patient health, decreases use of illicit
opioids, and reduces patient cravings
for opioids. BUP is a safe medication
and is associated with fewer adverse
effects than insulin or warfarin.'¢

Methadone treatment

of OUD

Methadone is a full opioid agonist
approved by the FDA for the treat-
ment of severe pain or OUD. Metha-
done treatment of OUD is strictly
regulated and typically is ordered and
administered at an opioid treatment
program that is federally licensed.
Methadone for OUD treatment can-
not be prescribed by a physician to a
pharmacy, limiting its use in primary
care practice. Methadone used to
treat OUD is ordered and dispensed at
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opioid-treatment programs. Take-
home doses of methadone may be
available to patients after adherence
to the regimen has been established.
When used long-term, higher doses
of methadone are associated with
better adherence, but these higher
doses can cause respiratory depres-

sion. In a study of 189 pregnant
patients taking methadone to treat
OUD, daily doses of 60 mg or greater
were associated with better treatment
retention at delivery and 60 days post-
partum, as well as less use of nonpre-
scription opioids.”” Under limited
circumstances methadone can be

EDITORIAL

ordered and dispensed for hospital-
ized patients with OUD.

Medication treatment of
OUD in obstetrics

In the United States, the prevalence
of OUD among pregnant patients

Medication treatment for OUD

Methadone is a pure opioid receptor agonist. Naloxone
(NAL) is an opioid receptor antagonist. Buprenorphine
(BUP) is a partial opioid receptor agonist-antagonist, which
limits overdose risk. BUP often is combined with NAL as

a combination formulation, which is thought to reduce the
repurposing of BUP for non-prescribed uses. At appropriate
treatment dosages, both methadone (>60 mg) and BUP

(= 16 mgq) are highly effective for the treatment of OUD.’
For patients with health insurance, pharmacy benefits
often provide some coverage for preferred products but

no coverage for other products. Not all pharmacies carry
BUP products. In a study of more than 5,000 pharmacies,
approximately 60% reported that they carry and can
dispense BUP medications.?

BUP monotherapy is available as generic sublingual
tablets, buccal films (Belbuca), formulations for injection
(Sublocade), and subcutaneous implants (Probuphine). BUP-
NAL is available as buccal films (Bunavail), sublingual films
(Suboxone), and sublingual tablets (Zubsolv). For BUP-NAL
combination productions, the following dose combinations
have been reported to have similar effects: BUP-NAL 8 mg/2
mg sublingual film, BUP-NAL 5.7 mg/1.4 mg sublingual tab-
let, and BUP-NAL 4.2 mg/0.7 mg buccal film.2

When initiating BUP-monotherapy or BUP-NAL treat-
ment for OUD, one approach for unobserved initiation is
to instruct the patient to discontinue using opioid agonist
drugs and wait for the onset of mild to moderate withdrawal
symptoms. The purpose of this step is to avoid precipitat-
ing severe withdrawal symptoms caused by giving BUP or
BUP-NAL to a patient who has recently used opioid drugs.

If BUP-NAL sublingual films (Suboxone) are prescribed
following the onset of mild to moderate withdrawal symp-
toms, the patient can initiate therapy with a dose of 2 mg
BUP/0.5 mg NAL or 4 mg BUP/1 mg NAL. At 60 to
120 minutes following the initial dose, if withdrawal symp-
toms persist, an additional dose of 4 mg BUP/1 mg NAL can
be given. Thereafter, symptoms can be assessed every 60
to 120 minutes and additional doses administered to control
symptoms. On the second day of therapy, a maximum of
16 mg of BUP is administered. Over the following days and
weeks, if symptoms and cravings persist at a BUP dose of
16 mg, the total daily dose of BUP can be titrated up to
24 mg. For long-term treatment, a commonly prescribed
daily dose is 16 mg BUP/4 mg NAL or 24 mg BUP/6 mg

NAL. An absolute contraindication to BUP or BUP/NAL treat-
ment is an allergy to the medication, and a relative contrain-
dication is liver failure.

One potential complication of transmucosal BUP or
BUP-NAL treatment is a dry mouth (xerostomia), which
may contribute to dental disease.* However, some experts
question the quality of the data that contributed to the
warning.>® Potential dental complications might be pre-
vented by regular oral health examinations, daily flossing
and teeth brushing, and stimulation of saliva by sugar-free
gum or lozenges.

Primary care clinicians who initiate BUP or BUP-
NAL treatment for OUD often have a weekly visit with the
patient during the initial phase of treatment and then every
3 to 4 weeks during maintenance therapy. Most patients
need long-term treatment to achieve the goals of therapy,
which include prevention of opioid overdose, reduction of
cravings for nonprescription narcotics, and improvement
in overall health. BUP and BUP-NAL treatment are effec-
tive without formal counseling, but counseling and social
work support improve long-term adherence with treat-
ment. Primary care clinicians who have experience with
medication treatment of OUD report that their experience
convinces them that medication treatment of OUD has
similarities to the long-term treatment of diabetes, with
antihyperglycemia medicines or the treatment of HIV infec-
tion with antiviral medications.
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hospitalized for delivery more than
quadrupled from 1999 through
2014."® BUP and methadone com-
monly are used to treat OUD dur-
ing pregnancy.” Among pregnant
patients about 5% of buprenorphine
prescriptions are written by obstetri-
cians.” An innovative approach to
initiating BUP for pregnant patients
with OUD is to use unobserved ini-
tiation, which involves outpatient
discontinuation of nonprescription
opioids to induce mild to moderate
withdrawal symptoms followed by
initiation of BUP treatment. In one
cohort study, 55 pregnant patients
used an unobserved outpatient pro-
tocol to initiate BUP treatment; 80%
of the patients previously had used
methadone or BUP. No patient expe-
rienced a precipitated withdrawal

and 96% of patients returned for
their office visit 1 week after initia-
tion of treatment. Eighty-six percent
of patients remained in treatment 3
months following initiation of BUP.*!

Compared with methadone,
BUP treatment during pregnancy
may result in lower rates of neona-
tal abstinence syndrome. In one
study of pregnant patients who were
using methadone (n = 5,056) or BUP
(n = 11,272) in late pregnancy, neo-
natal abstinence syndrome was
diagnosed in 69.2% and 52.0% of
newborns, respectively (adjusted
relative risk, 0.73; 95% confidence
interval, 0.71-0.75).2 In addition,
compared with methadone, the use
of BUP was associated with areduced
risk for low birth weight (14.9% vs
8.3%) and a lower risk for preterm

Interventions to reduce opioid overdose death

Experts have recommended several interventions that may help reduce opioid
overdose death.! A consensus recommendation is that people who use drugs
should be provided naloxone rescue medication and educated on the proper use
of naloxone. Naloxone rescue medication is available in formulations for nasal or
parenteral administration. The US Food and Drug Administration (FDA) recently
has approved naloxone for over-the-counter status. The American Medical

Association has provided a short web video on how to administer nasal naloxone.?
In a small pilot study, obstetricians offered every postpartum patient with naloxone
administration education and a 2-dose nasal naloxone pack, with 76% of patients
accepting the nasal naloxone pack.?

Many experts recommend that people who use drugs should be advised
to never use them alone and to test a small amount of the drug to assess its
potency. Many patients who use opioid drugs also take benzodiazepines, which
can contribute to respiratory depression.* Patients should avoid mixing drugs (eg,
opioids and benzodiazepines). Some experts recommend that patients who use
drugs should be provided take-home fentanyl test strips so they can evaluate their
drugs for the presence of fentanyl, a medication that suppresses respiration and
contributes to many overdose deaths. In addition, people who use drugs and are
interested in reducing their use of drugs or managing overdose risk can be offered
initiation of medication treatment of OUD."
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birth (24.9% vs 14.4%). In this study,
there were no differences in maternal
obstetric outcomes when comparing
BUP versus methadone treatment.
Similar results have been reported
in a meta-analysis analyzing the use
of methadone and BUP during preg-
nancy.” Studies performed to date
have not shown an increased risk of
congenital anomalies with the use of
BUP-NAL during pregnancy.*#

Although there may be differ-
ences in newborn outcomes with
BUP and methadone, the Ameri-
can College of Obstetricians and
Gynecologists does not recommend
switching from methadone to BUP
during pregnancy because precipi-
tated withdrawal may occur.?® Based
on recent studies, the American
Society of Addiction Medicine has
advised that it is safe to prescribe
pregnant patients either BUP or
BUP-NAL.>"28

Medication treatment

of OUD with or without
intensive counseling

The FDA recently reviewed litera-
ture related to the advantages and
challenges of combining intensive
counseling with medication treat-
ment of OUD.? The FDA noted that
treatment saves lives and encour-
aged clinicians to initiate medica-
tion treatment of OUD or refer the
patient to an appropriate clinician or
treatment center. Combining medi-
cation treatment of OUD with inten-
sive counseling is associated with
greater treatment adherence and
reduced health care costs. For exam-
ple, in one study of 4,987 patients
with OUD, initiation of counseling
within 8 weeks of the start of medi-
cation treatment and a BUP dose of
16 mg or greater daily were associ-
ated with increased adherence to
treatment.* For patients receiving a

CONTINUED ON PAGE 49
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BUP dose of less than 16 mg daily,
treatment adherence with and with-
out counseling was approximately
325 and 230 days, respectively. When
the dose of BUP was 16 mg or greater,
treatment adherence with and with-
out counseling was approximately
405 and 320 days, respectively.*
Counseling should always be
offered to patients initiating medi-
cation treatment of OUD. It should
be noted that counseling alone is
not a highly effective treatment for
OUD.! The FDA recently advised
that the lack of availability of inten-
sive counseling should not pre-
vent clinicians from initiating BUP
for the treatment of OUD.*® OUD
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and gaps in clinical education. For
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ing OUD treatment in pregnancy
care, obstetricians will improve the
health of the mother and newborn,
contributing to the well-being of
current and future generations. ®
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