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Abstract: Problem statement: To report a case of severe injection site readctibthe site of an IM
naltrexone injection in a 30 year old femakgpproach: A 30 year old female, being treated with
naltrexone extended-release injectable suspensioalé¢ohol dependence, presented with a mass on
her left upper gluteal area at the site of injattibhe injectable naltrexone was discontinued, hawe
the mass persisted. Upon referral to a generalesurgit was determined that the mass was a
hematoma or subcutaneous tissue necrosis secotwargltrexone injectionResults: Naltrexone
extended-release injection is Food and Drug Adrration (FDA) approved for maintaining
abstinence in alcohol dependency. It has been showncrease the time to relapse compared to
placebo, decrease the number of drinking days coadpa placebo and decrease the number of heavy
drinking days as compared to placebo. There haga bhe published case reports of severe injection
site reaction associated with injectable naltrexdmmavever there has been a MedWatch alert warning
of the risk of injection site reactions after re@eg the injectionConclusion: Patients receiving the
injectable naltrexone should carefully monitor ii@ction site for signs of injection site reaction
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INTRODUCTION week of treatment, the mass was unresponsive to
cephalexin and still bothersome. She then retutoed
Case report: A 30-year-old Caucasian female reportedthe emergency room and was given
to the clinic with a chief complaint of a mass a@nr keft  trimethoprim/sulfamethoxazole. A radiographic exam
upper gluteal area. The patient has a body masxind revealed edema and erythema, but no fluid colladio
of 22.8 kg m? and has no known drug allergies. support diagnosis of an abscess. Edema was aled not
Significant past medical history includes an epesodl  in the left lower back. All other findings were noal.
acute alcohol intoxication two years prior (blood At the follow up clinic visit, 10 days later,
alcohol content of 0.34%) and a history of mild (approximately 45 days after the naltrexone ing@uti
depression with anxiety. Social history is sigrdfit for ~ the patient stated no improvements with antibiogiod
alcohol dependence, with many reported episodes afontinued tenderness in the left upper gluteal .af¢a
binging and referral to a behavioral health clificher  this time, the mass was noted to be solid, meagurin
alcohol dependence. At the time, she had abstaineabproximately 7.810.2 cm (3 inches by 4 inches) in
from alcohol over the past three months with thip lbé  size. It had not increased or decreased in sizpitde
behavioral health counseling. She reported thiteglu the patient using ice for attempted relief. The sitas
mass (at the injection site) to the clinic approadety  mildly erythematous in nature, non-fluctuant anokier
45 days after receiving a naltrexone injectionto palpitation. Range of motion, sensation andezila
(Vivitrol® Alkermes Inc, Cambridge, MA) at the the lower extremities were intact. All other compaots
behavioral health clinic. Her medications at theetiof  of the physical exam were normal. No pertinent laips
the injection included escitalopram 10mg daily, this visit were obtained. Vital signs included add
hydroxyzine and an oral contraceptive. pressure of 128/90 mm Hg, pulse of 74 beats per
The history of the gluteal mass beganminute, respirations of 16 breaths per minute,
approximately one month after receiving a naltrexon temperature of 97.8 degrees Fahrenheit and a paie s
injection. The patient began noticing signs of afug, score of 8 out of 10. The visit concluded with feral
large welt at the injection site. She presentedh® to a general surgeon for a second opinion, witlsiptes
emergency room and was given cephalexin. After ongurgical removal of the mass.
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Two weeks later, the patient presented for thepathways. When an alcohol-dependent person
surgical consultation. The mass was soft, edematousonsumes alcohol, dopamine levels are elevateds Thi
and erythematous and continued to be uncomfortablelevation is a result of-endorphin release, which
for the patient. The patient reported that the mwass  stimulates dopamine release directly in the nucleus
firmer, but less uncomfortable. The physical examaccumbens and indirectly (in the ventral tegmental
revealed an 8 cm firm lesion, which was fairly area) by inhibiting the activity of Gamma-
movable. The left lower extremity had good flexeomd ~ Aminobutyric Acid (GABA) neurons. Naltrexone
extension at the knee, normal sensation and gooekverses both of these actions in alcohol dependent
posterior tibial and dorsalis pedis pulses. Theegan patients to decrease the positive feedback of alcoh
surgeon’s impression of the mass revealed a highonsumption (Johnson, 2007; Anton, 2008).
possibility of the mass being necrotic scar tissue, There are conflicting results related to the effic
secondary to the naltrexone injection. His plan ®as of injectable naltrexone for the treatment of alwoh
either surgically excise the mass or continue eole  dependence. Some studies show little to no berfefit.
it. The patient expressed interest in having thessna gyample, one trial found no significant differences

;Xg'lsregﬁuéglel\gzlrstiasni(f)i::iit[er?e'tr(\)/eesnzlrjl:jet(t)hgx?r?;nzf:ce Between the treatment and placebo groups in tefms o
y 9 relapse rate, percentage of drinking days or nurober

tissue was specifically affected. If the mass imedl ; -
only the subcutaneous tissue, the general surgeatdw Arinks per drinking day (Krystagt al., 2001). Another

remove it. If the mass involved deeper tissues, affidl concluded that injectable naltrexone did eese
orthopedic surgeon would be consulted. the rate of heavy drinking by approximately 25%t bu
Three weeks later, (approximately three monthdad no effect on the rate of risky drinking or #ig
after receiving the naltrexone injection), an MRItkke  days (Garbutét al., 2005).
pelvis was performed with and without contrast. The  However, several studies did show a positive
MRI revealed a large heterogeneous appearing mass tesult. One of the first trials to evaluate theesafand
the left gluteal area, measuring %/5cm. Some fluid and  efficacy of injectable naltrexone showed an inceeias
fatty contents were noted. Wall enhancements werghe mean percentage of days abstinent, a reduittion
involved, but no internal enhancements. The diffé®®  the number of drinks per drinking day and a reducti
diagnosis was either a hematoma or subcutanesu tis ;, he percentage of heavy drinking days (Johneton
necrosis, both secondary to the naltrexone injactio al., 2004). Another trial found that injectable nestone

B?esseedntat(')cr)]n ttr:]: raéwcl;fg) 'setxrzmcl)rr]?et(ljotnhatatnd pastc')?tmysincreased time to first drinking day but did novéan
P lon, 1olog P ! ._effect on time to first heavy drinking day (Kranzkt
tissue tumor. On the Naranjo adverse drug reaction

probability scale, it was also considered probétu the al., 2004)' One trial found that only patients wharave
reaction was due to the naltrexone (Narati., 1991). absthent lfrom alcohol before treatment showed a
After the above visit, the patient's care was bgneﬂt (O'Malleyet al., 2007). Furthermore, a recent
transferred to the general surgeon for surgicalorah  trial demonstrated fewer drinks per day, fewerkrig
of the large mass. days per month and decreased rates of heave dyinkin
days (Leeet al., 2010) One of the largest trials
DISCUSSION evaluating the efficacy of injectable naltrexoneswiae
COMBINE trial, which evaluated the effect of

Naltrexone is an opioid antagonist, FDA (Food andnjectable naltrexone in combination with behaviora
Drug Administration) approved for maintaining intervention, acamprosate, or both. The conclusias
abstinence in alcohol dependency. The dosage dhat injectable naltrexone plus behavioral intetieen
naltrexone for alcohol dependency is 380mg delidere had a positive effect on number of days abstinent a
Intramuscularly (IM) every 4 weeks (gluteal injestj  injectable naltrexone alone had a positive effectie
alternating buttocks per injection) using the carto time to first heavy drinking day (Antaet al., 2006).
components provided (Alkermes, 2009). Patients The most common adverse reactions reported in
should not be drinking alcohol at the time of thpgra trials were injection site reactions. These inctude
initiation. The patient presented in the above caséflammation, pruritus, induration, pain and drgea
report had been abstinent from alcohol for salve (Krystalet al., 2001; Garbutet al., 2005; Johnsomt
months before receiving the injection. al., 2004; Kranzleret al., 2004, Comeret al., 2006;

Naltrexone is a competitive opioid antagonist withGalloway et al., 2005; Leeet al., 2010). Other side
highest affinity for the mu receptor. The mechanfem effects included gastrointestinal upset (such asem
reducing alcohol consumption is not entirely and abdominal pain) or nervous system problemsh(suc
understood, however it may involve endogenous dpioi as fatigue, headache and dizziness) (Kngtal., 2001,
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Garbuttet al., 2005; Johnsoet al., 2004; Kranzleet  developed a painful, swollen, erythematous sugatfic
al., 2004; Comeet al., 2006; O'Malleyet al., 1992; Lee  and and subcutaneous lesion at the injection bié t
etal., 2010). _ resolved with oral antibiotics and topical steroids
Currently, there are no published reports of sever  |njectable naltrexone should be administered as an
injection site reactions with injectable naltrexoi®e  intra-muscular injection only. Both the packageeits
FDA issued a MedWatch alert on 08/12/2008and the MedWatch alert state that inadvertent
describing the increased risk of injection sitect®ms  gybcutaneous injection may increase the likelihobd
relating to the use of injectable naltrexone (MedNa jnjection site reactions. Women may also be aighéni
2008. At the time of the alert, 196 cases of ingecsite ik for injection site reactions due to highertghl fat
reaction (of any kind) had been reported. Sixteén Othickness (Alkermes, 2009; MedWatch, 2008).
these cases required surgical intervention (alsércase  Therefore, professionals who administer this irgect
presented). The alert suggested that patients dHmil  gre advised to only use the custom needle provided
counseled to monitor their injection site and notifeir  the carton to ensure that the medication is ingbateo

physician if they notice any pain, swelling, tenss,  the muscle and not into subcutaneous areas.
induration, bruising, pruritus, or redness at thjedtion

site that does not improve or gets worse within two CONCLUSION
weeks of the injection. The alert also warns tlat,

cases of a worsening reaction, patients should be Thjs is a case of a patient presenting with argeve
referred to a surgeon (which was the case with thgyjection site reaction due to naltrexone injeatabl
patient presented). suspension. The most common adverse effect
Another sustained release naltrexone product, thgssociated with injectable naltrexone is injectiite
naltrexone-poly9DL-lactide implant, also showed yeaction, although severe reactions are rare.isnctise
si_gns of local tissue reactio_ns. In a study to sssthe  the patient was a woman, putting her at higher oisk
histologic changes associated with the naltrexongnjection site reaction due to inadvertent injeatiato
implants, researchers found that subjects developeglhcutaneous tissue. In any case, patients baiatptt

localized tissue damage characterized by acute angith injectable naltrexone should be monitored elps
chronic inflammation, tissue granulation, foreigadp  for injection site reactions.

reaction and fibrosis (Hulset al., 2005). While these

reactions could be a result of other substancethén REFERENCES
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