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T apentadol, a dual-action 
synthetic opioid approved in 
2008 for acute pain and in 

2011 for chronic pain,1 offers 
advantages over tramadol, including 
higher μ-receptor affinity, stronger 
noradrenergic activity, and reduced 
cytochrome P450 2D6 dependence.2,3 

Despite its initial reputation for low 
abuse potential, increasing reports 
from India describe intravenous 
misuse due to its short half-life 
and euphoric effects.4,5 Intranasal 
tapentadol, introduced in 2020 with 
proposed better bioavailability, lacks 
safety and abuse data.6 We present 
2 cases of intranasal tapentadol 
dependence marked by rapid 
tolerance and significant physical 
and psychological harms. 

Case 1 
A 35-year-old man was prescribed 

intranasal tapentadol for lumbar disc 
pain 2 years ago. He escalated the 
dose rapidly from a few puffs daily to 
15 puffs per session (22.5 mg/puff), 
3 to 4 times a day, amounting to 
nearly 1–1.3 g of tapentadol daily 
(about 2 bottles). Despite initial nasal 
burning, he experienced a soothing 
and euphoric effect that reinforced 
continued use. He also felt relieved 
from his hectic work schedule and 
distressing thoughts about his 
mother’s recent demise. Within 
months, he developed nasal vasculitis 
and mucormycosis requiring extensive 
surgical debridement, leading to facial 
disfigurement, nasal collapse, and a 
large oroantral fistula (Figure 1). 
Persistent use despite these 
complications caused recurrent acute- 
on-chronic pancreatitis, severe weight 
loss, social withdrawal, and depressive 

symptoms marked by guilt, 
hopelessness, and passive death 
wishes. On evaluation, he was 
underweight and in moderate to 
severe opioid withdrawal. He was 
admitted for detoxification and 
managed with buprenorphine up to 
8 mg/d, quetiapine 50 mg/d, and later 
escitalopram 10 mg/d, alongside 
psychotherapy and family 
psychoeducation. After stabilization, 
he achieved 3 months of abstinence, 
with marked improvement in mood, 
appetite, nasal health, and 
occupational functioning. 

Case 2 
A 30-year-old man with an 

internalizing temperament and 
anxious-avoidant traits presented with 
dependence on sedatives (clonazepam 
2–3 mg/d and erratic use of 
chlordiazepoxide/zolpidem/ 
alprazolam) for the last 5 years. 
His family history was notable for 
anxiety disorders and benzodiazepine 
dependence in his parents. Medically, 
he had experienced recurrent episodes 
of pancreatitis, the last one occurring 
6 months before presentation. He was 
introduced to intranasal tapentadol 
spray (22.5 mg/puff) for a bout of 
acute pancreatitis 2 years ago. He 
began with initial use of 1–2 puffs daily 
and discovered that beyond pain 
relief, the spray provided a subjective 
sense of calm, enhanced well-being, 
and improved self-confidence 
and facilitated smoother social 
interactions. This reinforcing effect 
prompted escalation, and within 
months, his consumption increased to 
20–25 puffs daily (450–550 mg/d). 
His use fulfilled criteria for opioid use 
disorder according to the Diagnostic 

and Statistical Manual of Mental 
Disorders, Fifth Edition. He described 
withdrawal symptoms of rhinorrhea, 
tremulousness, anxiety, and diffuse 
body aches, which drove repeated use. 
He also reported mucosal crusting and 
development of a nasal septal 
perforation requiring surgical 
intervention. With abstinence from 
tapentadol, his baseline anxiety 
symptoms reemerged, dominated by 
morning autonomic arousal and 
somatic complaints. Multiple 
concurrent benzodiazepines were 
stopped, and diazepam 20 mg/d was 
introduced on a tapering schedule. 
Escitalopram up to 20 mg/d and 
pregabalin 300 mg/d were added for 
anxiety symptoms. Concurrently, 
psychotherapy sessions focused on 
anxiety management, coping skill 
enhancement, and relapse prevention 
strategies. 

Figure 1. 
Image Showing a Large 
Oroantral Fistula (9 mm) 
Secondary to Intranasal 
Tapentadol Use 
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Discussion 
Intranasal tapentadol, marketed 

for superior bioavailability and 
convenience, carries significant abuse 
potential. The cases described 
demonstrate rapid dose escalation 
driven by its euphoric effects and ease 
of access. Both patients developed 
severe nasal complications—vasculitis, 
mucormycosis, septal perforation, and 
oroantral fistula—requiring surgical 
intervention in line with previous 
reports6–8 alongside psychiatric and 
systemic harms such as worsening 
anxiety and recurrent pancreatitis. 
These findings underscore the drug’s 
potential for rapid dependence and 
serious local and systemic toxicity, 
warranting greater clinical caution 
and regulatory oversight. 
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