
 

Supplemental Table 1. Centrally acting opioid antagonists 

 Clinical Use(s) 

Year 

Approved 

Brand 

Name(s) Formulation(s) 

Oral 

Bioavailability, % 

Parenteral/ Other 

Bioavailability, % Receptor Profile Half-life, hours Common AE(s) Special Considerations 

Nalmefene1-5 Opioid agonist 

overdose 

1995 Revex IM, IV, or SC 

injection  

NA 102 (IM) 

 

100 (SC) 

MOR and DOR 

antagonist, partial 

KOR agonist 

11 Nausea, vomiting, 

tachycardia, hypertension 

None 

 Opvee IN NA NA  Nasal discomfort, headache, 

nausea, dizziness 

Naloxone6-10 Opioid agonist 

overdose 

1971 

 

Narcan  IN NA 44–54 

 

 

MOR antagonist, 

affinity for KORs 

and DORs 

1–2 In healthy volunteers: 

increased blood pressure, 

musculoskeletal pain, 

headache 

 

None 

Zimhi IM or SC 

injection 

NA 98  In healthy volunteers: 

nausea, dizziness, 

lightheadedness, elevated 

bilirubin 

Naloxone + 

buprenorphine8,11-

16 

OUD 2002 Suboxone Sublingual 

tablet/film 

 

Naloxone: 3 

 

Buprenorphine: 51  

NA Naloxone: 

MOR antagonist, 

affinity for KORs 

and DORs 

 

Buprenorphine:  

partial MOR and 

KOR agonist, DOR 

antagonist 

Naloxone: 2–12 

 

Buprenorphine: 

24–42 

Oral hypoesthesia, 

glossodynia, oral mucosal 

erythema, headache, nausea, 

vomiting 

Buprenorphine has abuse 

potential; life-threatening 

respiratory depression may 

occur if used with another 

respiratory depressant drug(s) 

2013  Zubsolv Sublingual 

tablet 

Similar exposure at 

an ≈ 30% lower 

dosage than 

Suboxone  

NA   Headache, nausea, vomiting 

 



 
Naltrexone17-20 OUD/AUD 1984 

(OUD) 

1994 

(AUD) 

 

Revia  

 

Oral 5–40 NA MOR and KOR 

antagonist, lower 

affinity for DORs 

4–240 In patients with OUD: 

difficulty sleeping, anxiety, 

nervousness, abdominal 

pain, nausea, vomiting 

 

In patients with AUD: 

nausea, headache, dizziness, 

nervousness, fatigue 

 

None 

2006 

(AUD) 

2010 

(OUD) 

Vivitrol IM injection NA Undetermined  In patients with OUD: 

injection site reactions, 

nausea, diarrhea 

 

In patients with AUD: 

nausea, vomiting, injection 

site reactions, muscle 

cramps, dizziness 

Naltrexone + 

bupropion17,21 

Body weight 

reduction 

2014 Contrave Oral 5–40 Undetermined Naltrexone: 

MOR and KOR 

antagonist, lower 

affinity for DORs 

Naltrexone: 5 Nausea, constipation, 

headache, vomiting 

Adjunct to reduced-calorie 

diet and increased physical 

activity 

Samidorphan + 

olanzapine22 

Body weight 

reduction 

2021 Lybalvi Oral 69 Undetermined Samidorphan: MOR 

antagonist, partial 

KOR and DOR 

agonist 

Samidorphan: 7–

11 

In patients with SZ: weight 

gain, somnolence, dry 

mouth, headache 

 

In patients with BD-I 

(derived from olanzapine 

studies): somnolence, dry 

mouth, dizziness, asthenia, 

constipation, dyspepsia, 

increased appetite, tremor 

Significantly reduces 

olanzapine-associated weight 

gain 

AE, adverse event; AUD, alcohol use disorder; BD-I, bipolar I disorder; DOR, delta opioid receptor; IM, intramuscular; IN, intranasal; IV, intravenous; KOR, kappa opioid receptor; MOR, mu opioid receptor; NA, not 
applicable; OUD, opioid use disorder; SC, subcutaneous; SZ, schizophrenia. 
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