SAPC Information Notice 24-01
Attachment B: SAPC Required Addiction Medications

SAPC contracted treatment agencies shall make all of the required medications listed
below available to patients, either directly or through referral. Individuals who have the
following substance use disorders (SUDs) and do not have contraindications for the
medications listed below should be offered each of these medications, as clinically
appropriate, using shared decision making with a medical LPHA operating within the
scope of practice of their license (licensed prescribing clinician). All medication services
offered by SAPC contracted treatment agencies should be associated with
documentation in the medical record of the benefits outweighing the risks.

Addiction medications for youth should be considered and used when deemed clinically
appropriate by a licensed prescribing clinician. Research and clinical experience have
not identified any age-specific safety concerns for addiction medications and all
treatment options should be considered for patients of all ages.

The current versions of U.S. Food and Drug Administration (FDA)-approved package
inserts that include information about each medication’s FDA labeled indication(s) and
recommended dosages, warnings/precautions, administration, storage, disposal, and
considerations for special populations are available for download through Drugs@FDA
FDA-Approved Drugs Database:
http://www.accessdata.fda.gov/scripts/cder/daf/index.cfm

REQUIRED MEDICATIONS FOR OPIOID USE DISORDER
e Methadone

e Buprenorphine

¢ Naltrexone

REQUIRED MEDICATIONS FOR ALCOHOL USE DISORDER
¢ Naltrexone

e Acamprosate

e Disulfiram

REQUIRED MEDICATIONS FOR TOBACCO USE DISORDER
¢ Nicotine Replacement Therapy

e Varenicline

e Bupropion

Refer to the subsequent clinical considerations that include additional information
related to addiction medication services.

The following medications clinically effective to treat alcohol, cannabis, and/or stimulant
use disorders are recommended but not required to be offered as a component of the
agency’s addiction medication policies and procedures.
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RECOMMENDED ADDITIONAL MEDICATIONS FOR ALCOHOL USE DISORDER
e Topiramate
e Gabapentin

RECOMMENDED MEDICATIONS FOR CANNABIS USE DISORDER
N-acetylcysteine

Naltrexone

Topiramate

Gabapentin

RECOMMENDED MEDICATIONS FOR STIMULANT USE DISORDER, METHAMPHETAMINE TYPE
¢ Naltrexone in combination with bupropion

e Mirtazapine

e Bupropion

e Topiramate

e Methylphenidate”

RECOMMENDED MEDICATIONS FOR COCAINE USE DISORDER
e Bupropion

Topiramate

Modafinil’

Mixed Amphetamine Salts-Extended Release”

Clinical Considerationst

The duration of addiction medication treatment is dependent upon clinical judgment,
patient presentation, and other external factors (including but not limited to the patient’s
clinical stability, engagement in treatment, motivation, and the presence of other
psychosocial stressors in the patient’s life).

Patients treated with medications FDA-approved for opioid use disorder have improved
outcomes when these medications are used as a long-term (> 12 months) maintenance
treatment as compared with patients who receive opioid withdrawal management
without maintenance medication treatment.

"Psychostimulant medications may be prescribed by any medical LPHA who has a U.S. Drug
Enforcement Administration (DEA) registration that includes the corresponding scheduled medication
category. Psychostimulant medications can be offered by any DEA-registered licensed prescribing
clinician to patients in accordance with their FDA-labeled indications when clinically appropriate. There
are no medications FDA approved to treat stimulant use disorder. Psychostimulant medications being
used outside of their FDA labeled indications to treat stimulant use disorder should only be prescribed for
this off-label indication by physician specialists who are board certified in addiction medicine or addiction
psychiatry or by physicians with commensurate training, competencies, and capacity for close patient
monitoring.

T Adapted from County of Los Angeles. Department of Mental Health. Clinical Quality of Care — Practice
Parameters: Medication-Assisted Treatment in Individuals with Co-Occurring Substance Use Disorders.
http://secure2.compliancebridge.com/lacdmh/public/index.php
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Methadone

Methadone is a slow- and long-acting full opioid agonist which can only be
administered to patients through opioid treatment programs (OTPs) or to patients
admitted to a licensed hospital. SAPC contracted OTPs that can treat patients with
opioid use disorder with methadone can be identified through SAPC’s Service and
Bed Availability Tool (SBAT): hitp://sapccis.ph.lacounty.gov/sbat

Buprenorphine

Buprenorphine is a high-affinity partial mu opioid agonist that is an effective
treatment for opioid use disorder. Patients with opioid use disorder may experience
precipitated withdrawal during initiation of buprenorphine when they are physically
dependent on opioids. Buprenorphine is best initiated after an individual begins to
show signs and symptoms of moderate opioid withdrawal to reduce risk of
precipitating opioid withdrawal.

For patients who have previously experienced precipitated withdrawal from standard
buprenorphine initiation, it may be reasonable to consider use of a modified dosing
regimen. For patients with opioid use disorder involving fentanyl, patients may
benefit from a longer period of time (as compared with non-fentanyl opioids) before
starting treatment with buprenorphine, to avoid precipitated withdrawal.

Patients taking long-acting opioids, such as methadone, may require waiting more
than 72 hours after their last use of these opioids before starting buprenorphine,
depending on the dose used.

Refer to Table 1 (below) for a buprenorphine bioequivalence chart comparing doses
for buprenorphine medications FDA-approved to treat opioid use disorder.

The naloxone in buprenorphine/naloxone co-formulated medications is poorly orally
absorbed. Precipitated withdrawal caused by buprenorphine medications is
dominantly from the buprenorphine component of the medication, not naloxone. The
naloxone in buprenorphine/naloxone co-formulated medications does not reverse
opioid overdose and should not be used in lieu of intranasal or intramuscular
naloxone FDA-approved as a opioid overdose reversal medication.

Naltrexone

Patients considered for treatment with naltrexone must be abstinent from all opioids
(regardless of whether an opioid has been prescribed) for between 7 and 14 days
(depending upon the half-life of the opioid the patient had been using) prior to
initiating naltrexone to minimize risk of precipitated withdrawal.

When used to treat opioid use disorder, extended release naltrexone injection is
preferred over oral naltrexone.

Extended release naltrexone injection used to treat opioid use disorder is effective
for highly motivated patients who have achieved opioid abstinence prior to initiating
treatment with naltrexone.

Naltrexone is FDA approved to treat alcohol used disorder and patients do not need
to be abstinent from alcohol in order to receive or benefit from treatment with
naltrexone.

Naltrexone can be used, off-label, to treat cannabis use disorder; see Table 2 for the
dosing considerations.


http://sapccis.ph.lacounty.gov/sbat
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Naltrexone extended release injection, when combined with oral bupropion, is an
effective off-label treatment of stimulant use disorder, methamphetamine type. See
below and Table 2 for additional considerations.

Acamprosate

Acamprosate is FDA approved to treat alcohol used disorder and patients do not
need to be abstinent from alcohol in order to receive or benefit from treatment with
acamprosate.

Acamprosate’s outcomes when used to treat patients with alcohol use disorder are
improved when acamprosate is used to treat patients who have already achieved
some abstinence from alcohol.

Adherence to three times daily dosing may limit utility.

Disulfiram

Alcohol, when consumed by a patient taking disulfiram, causes an aversive reaction
that includes flushing, shortness of breath, headache, nausea, tachycardia, and
palpitations.

Patients should be alcohol free for at least 12 hours (or have a 0% Blood Alcohol
Concentration) before starting treatment with disulfiram, and patients should abstain
from alcohol for not less than 14 days after stopping treatment with disulfiram.
Disulfiram should not be used in patients likely to continue to consume alcohol.
Disulfiram is most effective when used to treat patients with alcohol use disorder
motivated to experience medication-enforced alcohol abstinence.

Outcomes for disulfiram are enhanced when its oral administration is directly
observed, such as by a clinic staff or supportive adult.

Patients should be instructed to avoid oral and topical alcohol-containing products
including mouthwashes, over-the-counter medications, prescription medications and
hand sanitizers.

Disulfiram should be used with caution to treat patients who have chronic and acute
nephritis or hepatic cirrhosis or insufficiency.

Nicotine Replacement Therapy

Nicotine replacement therapy (NRT) reduces nicotine withdrawal symptoms and
cravings without the harm caused by other components of tobacco products.

NRT can help patients with tobacco use disorder reduce their use of tobacco
products and can help them stop using tobacco products completely.

NRT should be used to treat patients with tobacco use disorder who have not
stopped using tobacco products.

NRT comes in the following formulations:

- Patch (available over-the-counter for purchase and is covered by Medi-Cal when prescribed)
- Gum (available over-the-counter for purchase and is covered by Medi-Cal when prescribed)

- Lozenge (available over-the-counter for purchase and is covered by Medi-Cal when prescribed)
- Inhaler (available by prescription only; requires prior authorization to be covered by Medi-Cal)

- Nasal spray (available by prescription only; requires prior authorization to be covered by Medi-
Cal)
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e Clinicians should offer patients with tobacco use disorder combination NRT
(combining the nicotine patch plus one of the other four formulations of NRT) as a
first-line treatment, which shows improved outcomes as compared with treatment
with a single formulation of NRT.

e See the University of California, San Francico’s Smoking Cessation Leadership
Center resources for additional treatment considerations:
http://smokingcessationleadership.ucsf.edu/behavioral-health/resources/toolkits

Varenicline

e Varenicline binds to nicotinic acetylcholine receptors which both reduces nicotine
cravings and withdrawal symptoms, and blocks nicotine from binding to these
receptors.

e Varenicline should be used to treat patients with tobacco use disorder who have not
stopped using tobacco products.

e Patients with tobacco use disorder can be treated with varenicline for longer than 12
weeks based on the needs of the individual.

e Varenicline can be combined with nicotine replacement therapies (NRT) and with
bupropion.

e Varenicline has been shown to not increase the risk of neuropsychiatric effects such

as depressed mood, suicidality, or aggression in individuals both with and without
psychiatric disorders.

Bupropion

e Bupropion FDA-approved to treat depression and to treat tobacco use disorder.

e Bupropion reduces the urge to smoke tobacco products and decreases nicotine
withdrawal symptoms.

e Bupropion should be used to treat patients with tobacco use disorder who have not
stopped using tobacco products.

e Bupropion can be combined with nicotine replacement therapies (NRT) and with
varenicline.

e Bupropion is contraindicated for people who have a seizure disorder or a current or
past diagnosis of bulimia or anorexia nervosa.

e Bupropion should be used with caution in patients with a history of experiencing
mania.

e Clinicians should give bupropion additional consideration for patients with co-
occurring depressive disorders, as this medication can also treat depression.

e Clinicians should consider treating patients with cocaine use disorder with
bupropion, which promotes cocaine abstinence. Bupropion works best for cocaine
use disorder when combined with contingency management.

e Clinicians should consider treating patients with stimulant use disorder,
methamphetamine type who have a low- to moderate-frequency of

methamphetamine use (less than 18 days per month) with off-label bupropion, which

reduces methamphetamine use.


http://smokingcessationleadership.ucsf.edu/behavioral-health/resources/toolkits
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Topiramate

Topiramate is an effective off-label treatment for alcohol use disorder, cannabis use
disorder, stimulant use disorder (methamphetamine type), and cocaine use disorder.
Topiramate has multiple possible side-effects including blurred vision, clumsiness or
unsteadiness, confusion, dizziness, drowsiness, fatigue, generalized slowing of
mental and physical activity, memory problems, and trouble in concentrating or
paying attention. The FDA package insert includes a full description of these side
effects.

To manage these side effects, clinicians should consider starting dosing at 25mg by
mouth nightly with slow titration for better tolerability (see Table 2).

Topiramate causes birth defects, so clinicians should not neglect to ensure patients
with childbearing potential receive contraception while being treated with topiramate.
Topiramate reduces alcohol consumption, cannabis consumption,
methamphetamine consumption, and cocaine consumption in separate trials
involving patients with alcohol use disorder, cannabis use disorder, stimulant use
disorder (methamphetamine type), or cocaine use disorder, respectively. Dosing
considerations for each condition are included in Table 2.

Gabapentin

Gabapentin is an off-label treatment for alcohol use disorder and for cannabis use
disorder. Dosing considerations are included in Table 2.

Clinicians should use gabapentin with caution for patients using concurrent opioids
or central nervous system depressants given increased risk of respiratory
depression. Clinicians should use gabapentin with caution in elderly patients or
others at increased risk for falls.

Dose adjustments are recommended with renal impairment.

Clinicians should consider treatment with gabapentin when the patient has a co-
morbid disorder where gabapentin may confer additional benefits.

For cannabis use disorder, gabapentin is associated with a reduction in cannabis
use and cannabis withdrawal.

For alcohol use disorder, gabapentin improved drinking outcomes and reduced
insomnia and dysphoria.

This medication is generally considered a second line for treatment of alcohol use
disorder, such as when acamprosate and naltrexone are ineffective or
contraindicated, or when gabapentin is added to the use of naltrexone,
acamprosate, and/or disulfiram to treat alcohol use disorder.

Higher doses of gabapentin and patients who have three (3) or more days of alcohol
abstinence have been associated with more robust impact of treatment with
gabapentin on drinking outcomes.

N-acetylcysteine

N-acetylcysteine is an off-label treatment for cannabis use disorder.
N-acetylcysteine is available over-the-counter for purchase and requires prior
authorization to be covered by Medi-Cal.

N-acetylcysteine showed reduction in days per week of marijuana use adolescents
(15-21 year old) with cannabis use disorder, but these findings were not replicated in
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a later larger study of adults. A separate study of N-acetylcysteine used to treat
cannabis use disorder in patients with opioid use disorder in treatment with
methadone showed reductions in depression and anxiety symptoms, but not
cannabis use.

e Dosing considerations are included in Table 2.

Naltrexone in combination with bupropion

e Patients with stimulant use disorder, methamphetamine type treated with extended
release naltrexone injection combined with oral bupropion treatment improves
reductions in methamphetamine use. The combination of bupropion and extended-
release naltrexone is preferred over bupropion alone, when the patient agrees to
accept treatment with both medications.

e The trials evaluated injectable—but not oral—naltrexone in combination with
bupropion for treatment of stimulant use disorder, methamphetamine type. While
clinical trials have evaluated both oral and injectable formulations of naltrexone for
ATS use disorder, oral naltrexone has not been studied in combination with
bupropion.

e There is no reason to believe that oral naltrexone would be less effective in this
population if the patient is adherent to treatment, although injectable medications
can facilitate adherence. Consideration of combination bupropion and oral
naltrexone would be reasonable for patients who are highly motivated.

e Given that bupropion and naltrexone each treat other conditions (as described
above) clinicians should give this combination additional consideration to treat
patients who have these co-occurring conditions, who do not otherwise have a
contraindication to bupropion and naltrexone.

Mirtazapine

e Mirtazapine shows modest reductions in methamphetamine use when used to treat
patients with stimulant use disorder, methamphetamine type. Mirtazapine may also
help reduce methamphetamine withdrawal symptoms. These effects were
demonstrated when mirtazapine was used to treat men who have sex with men with
stimulant use disorder, methamphetamine type.

e These benefits may be tempered by side effects such as weight gain, drowsiness,
and metabolic issues (eg, poor glucose control) for some patients.

¢ Clinicians should give mirtazapine additional consideration for patients with co-
occurring depressive and insomnia symptoms, as this medication can also treat
depression and help initiate sleep.

Methylphenidate, Modafinil, and Mixed Amphetamine Salts-Extended Release

e For more information about psychostimulants used off-label to treat stimulant use
disorder, refer to the American Society of Addiction Medicine and American
Academy of Addiction Psychiatry’s Clinical Practice Guideline on The Management
of Stimulant use Disorder. http://www.asam.org/quality-care/clinical-
guidelines/stimulant-use-disorders



http://www.asam.org/quality-care/clinical-guidelines/stimulant-use-disorders
http://www.asam.org/quality-care/clinical-guidelines/stimulant-use-disorders
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Table 1: Buprenorphine Bioequivalence Chart

Suboxone / Generic Zubsolv S(l;g:é?i)::/ Sublocade weekl?rcl)):?g;nthly
SL Film or Tablet SL Tablet SL Tablet monthly SC injection SC injection
Buprenorphine/naloxone coformulation Buprenorphine monotherapy
1mg/0.25mg (*2a
2mg/0.5mg tab/film) 0.7 mg/0.18 mg 1 mg (Y2 a 2mg tab)
2mg /0.5 mg 1.4 mg/0.36 mg 2 mg - --
4mg/1mg 29mg/0.71 mg 4 mg -- 8 mg weekly
16 mg weekly
8mg/2mg 57mg/1.4mg 8 mg 100 mg monthly or 64mg monthly
12 mg /3 mg 8.6mg/2.1mg 12 mg -- --
24 mg weekly
16 mg/ 4 mg 11.4mg/2.9mg 16 mg -- or 96 mg monthly
32 mg weekly
24 mg/ 6 mg (2) 8.6 mg/2.1 mg 24 mg 300 mg monthly

or 128 mg monthly
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Table 2: Dosing Considerations for Off-Label Prescribing of Addiction Medications

Medication Condition Dosing Considerations
S’:lsn;?cljaer:t Use Oral bupropion dosed at 300mg daily has been the most studied effective dose
Bupropion ’ . to reduce both methamphetamine and cocaine use. For stimulant use disorder,
Methamphetamine- : . ; .
Type methamphetamlne-type, there is some_ewdence that treatmgnt with oral
Cocaine Use bupropion extended release 450mg daily (when combined with extended

Bupropion Disorder release naltrexone injection) has improved outcomes.?!

: Alcohol Use Recommended starting dose? is 300-600mg TID to QID, titrated as tolerated to

Gabapentin . o

Disorder minimum target dose of 1800mg total per day.
One trial® showed a positive response with the following dosing schedule: Day
1: one 300 mg capsule in the evening; Day 2: one 300 mg capsule in the
Cannabis Use morning and another in the evening; Day 3: one 300 mg capsule in the morning,
Gabapentin . one at midday, and one in the evening; Day 4: one 300 mg capsule in the
Disorder . ; . X
morning, one at midday, and two 300 mg capsules in the evening. Study
participants were maintained the Day 4 dose (totaling 1200 mg/day) for the
remainder of the study.
Stimulant Use Oral mirtazapine dosed at 30mg at bedtime has been the most studied effective
Mirtazapine Disorder, dose." There are trials where patients were dosed up to 60mg daily. Clinicians
P Methamphetamine- | can consider starting at 15mg daily for three days prior to increasing to 30mg at
Type bedtime to increase patient tolerability of mirtazapine’s adverse effects.
One trial* showed 1,200mg oral N-acetylcysteine taken twice daily improved
cannabis abstinence in adolescents (15-21 year old) patients. A separate trial®
of this dose in adults with cannabis use disorder did not show any impact on
. cannabis abstinence and a related trial® did not show any difference in
: Cannabis Use ) . . . : :

N-acetylcysteine Disorder depressive symptoms in adults with cannabis use disorder in response to
treatment with N-acetylcysteine. A subsequent trial” of adults with both opioid
use disorder being treated with methadone and with cannabis use disorder
showed reduction in depression and anxiety symptoms in response to 1,200mg
oral N-acetylcysteine taken twice daily.
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Naltrexone

Cannabis Use
Disorder

Trials 8° show a positive response with 50mg oral naltrexone taken once daily
and with 380mg intramuscular naltrexone administered every 28 days. Either
dosing strategy can be considered.

Naltrexone in
combination with

Stimulant Use
Disorder,
Methamphetamine-

Trials'%1! showed a positive response with 380mg extended release naltrexone
injection combined with oral bupropion extended release dosed at 450mg daily.
Oral bupropion ER can be titrated as follows: 150mg provided on Days 1 and 2,
300mg on Days 3 and 4, and the 450mg on Day 5, with temporary reductions in
the oral bupropion dose permitted if there are bupropion-related adverse

bupropion Type effects. The effect is strongest when extended release naltrexone injection is
administered every three weeks. Medi-Cal covers extended release naltrexone
injection administered every 28 days.
Topiramate glizc;?dotlayse Oral topiramate dosed at 200mg daily has been the most studied effective dose
for each of these conditions. 1212 There are multiple trials of topiramate used to
Topiramate Cannabis Use treat alcohol use disorder at 25 mg at bedtime and titrated up to 300 mg total
Disorder per day (dosed at 100mg in the morning and 200mg at bedtime) over the
Stimulant Use course of eight weeks. In general, tolerability to topiramate’s side effects is
_ Disorder improved when patients are started at 25mg at bedtime for a week, then 50mg
Topiramate Metham;,)hetamine- at bedtime for a week, then 100mg at bedtime for a week. Depending upon how
Type sedating topiramate is for the patient, patients can be provided with split dosing,
: such as 50mg in the morning and 150mg at bedtime, to achieve doses of
Topiramate C_ocalne Use 200mg per day.
Disorder
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