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INTRODUCTION

In recent years, treatment options for Opioid Use Disorder (OUD)
have grown to encompass a host of medications with various treatment
formulations. Buprenorphine, a mainstay of treatment of OUD since
approval from the U.S. Food and Drug Administration (FDA) in 2002,
has benefited from a variety of treatment formulations including sub-
lingual, buccal formulations and long-acting subcutancous injection.!
Inrecent years, buprenorphine extended-release injections have grown
popular, providing patients and clinicians with another tool to treat the
debilitating symptoms of addiction.

Buprenorphine, while generally well tolerated in its older formula-
tions, has had less research in its newer extended-release form.” The
novelty of the extended-release formulation of buprenorphine explains
the dearth of research on adverse events specifically related to its sub-
cutaneous route. In this case study, a particular case of post-injection
cellulitis is discussed and briefly potential causes explored. As extend-
ed-release formulations of buprenorphine continue to increase in use,
cases studies like these will help identify more uncommon adverse
events and help broaden practitioners’ differentials.

CASE REPORT

A 35-year-old female with severe opioid use disorder on buprenor-
phine injection (Sublocade®) therapy presented to the addiction
psychiatry treatment center with reported injection site pain, erythe-
ma, swelling, and a rash of two days duration. Fourteen days prior to
presentation, she had received her second buprenorphine injection in
the right lower quadrant of her abdomen. She initially did not develop
redness or pain, but while reporting withdrawal symptoms eleven days
post-injection, she mentioned unintentionally scratching the site with
an acrylic nail the previous day. She denied bleeding but experienced
slight pain when this occurred. Of note, she had tolerated her initial
injection well with only slight soreness and redness lasting two days.
Between her first and second subcutaneous doses, supplemental sub-
lingual buprenorphine/naloxone 8-2 mg daily had been prescribed to
case irritability and cravings.

On evaluation, she emphasized the scratch was unintentional. The
pain was significant enough that she needed to wear loose clothing
over the area. She denied fevers, chills, or expression of material from

the site. Vitals were stable with a temperature of 36.4 degrees Celsius,
blood pressure of 136/93 mmHg, heart rate of 85 beats /minute, respi-
ratory rate of 17 breaths /minute, and blood oxygen saturation of 100%.
Physical exam demonstrated a 3 x 5 cm indurated injection site with
slight protuberance from her abdomen. Erythema extended into the
surrounding skin involving a total area of 10 x 15 ¢m, including her
striae gravidarum (Figure 1). The site was tender and warm to the
touch, but no disruptions in the skin barrier were noted. The indura-
tion and surrounding erythema were outlined with a marking pen, and
due to concern for cellulitis, the patient was escorted directly to the
emergency department. After a seven-day course of cephalexin and
trimethoprim-sulfamethoxazole, the cellulitis successfully resolved
(Figure 2).

This patient’s history was significant for buprenorphine/naloxone
diversion, which served as the indication for her treatment to be con-
verted to the injectable formulation. While accepting her history of
diversion and its implications on her treatment options, she initially
desired to discontinue the injections and resume sublingual treatment
on follow-up. She was given the option of converting to methadone
treatment, but she ultimately chose to continue the injections due to
the significant functional benefit that this treatment modality awarded
her. Although guidelines recommended subcutaneous buprenorphine
to be dosed at 300 mg for the first two injections and 100 mg thereaf-
ter;? this patient likely will continue to receive doses of 300 mg due to

continued cravings and withdrawal symptoms.

Figure 2. Resolved cellulitis seven days post-treatment.
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DISCUSSION
Opioid use disorder is a public health emergency that has become
a serious epidemic in the United States, specifically the high risk of
overdose with opioids such as heroin, prescription opioids, and illicit
fentanyl.* Moderate to severe forms of OUD requires continuing sus-
tained care for effective treatment and achieving long-term opioid
abstinence. There are three medications currently approved by FDA
used for OUD treatment that targets opioid receptors: methadone,
buprenorphine, and long-acting naltrexone. These medications have
been shown to reduce relapse to opioid use, overdose, and HIV and
HCV transmission, as well as improve other health outcomes*”
Buprenorphineis a partial p-opioid agonist used for the maintenance
treatment of opioid use disorder.> Buprenorphine has potential merits,
including a lower overdose risk and “low ceiling effect” for respiratory
depression, fewer pharmaceutical interactions, and less risk of QTe-pro-
longation when compared to methadone.® Buprenorphine is available
in three formulations: sublingual films and tabs and buprenorphine
extended-release injection (Sublocade®).**” The extended-release
injectable formulation was approved by FDA in November 2017. This
formulation is a monthly subcutaneous injection administered only by
a healthcare provider. It is available in two doses of 300 mg/1.5 ml and
100/0.5ml. Per current guidelines, the first two doses recommended are
300 mg each with the following monthly maintenance dose of 100 mg
each**7 The monthly formulation of extended-release buprenorphine
produces asufficient steady-state blood level and may be more favorable
for persons who have difficulty adhering to daily sublingual forms*>1°
The most common adverse drug reactions of extend-
ed-release buprenorphine injection are injection site pain,
injection site pruritus, constipation, sweating, nausea, vomiting,
headache, fatigue, and sedation (imore than 5%).*""* The major-
ity of injection-site adverse reactions are mild to moderate in
severity and include pain, hives, and erythema.?*1213 These side effects
are usually temporary and appear most commonly with the first
injection and decrease in frequency with subsequent injections.*!
Our case report was unique as an injection site reaction appeared
in a patient 14 days after her second injection of extended-release
buprenorphine, following unintentional scratching of the injection
site with an acrylic nail while in the shower. Looking specifically
at the Phase 3 trial data, only 1 of the 201 patients in the initial trial
experienced injection site cellulitis, and 2 others of a total of 412
participants have experienced injection site cellulitis in the ongoing
open-label long-term safety study.” Possible explanations that may
have predisposed our patient to an injection site reaction may have
included improper injection of the medication, as adverse reactions
are more likely to occur with intradermal or intramuscular injec-
tion.? Both of these considerations were difficult to reconcile given
the delayed onset from the injection. Our patients’ acrylic nails may
have acted as a nidus that seeded an infection over time as well.
Itisimportant to consider that the cellulitis could have resulted from
the patient attempting to remove the Sublocade®dose in an attempt
to divert depot buprenorphine. The manufacturer suggested provid-
ers continue to monitor injection sites for evidence of tampering or
attempts to remove the depot.? In a clinical setting, removal of the depot
can be performed through surgical excision under anesthesia within 14
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days of injection. Given that the depot formulation is meant to decrease
the risk of diversion,' this finding would be of considerable interest.
However, the patient denied intentional tampering and it cannot be
confirmed if this patient actually attempted to remove the medication.
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