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Tapentadol is a µ-opioid receptor agonist and 
norepinephrine reuptake inhibitor. The abuse potential 

of tapentadol is less compared to several opioids including 
oxycodone and buprenorphine,1,2 while it is suggested to 
be similar to tramadol.3 Previously, 2 cases of tapentadol 
dependence were reported in India.4 In this case series, we 
present 3 patients who initiated tapentadol for different 
reasons but developed dependence on this medication. 

Case Series
 Case 1. A 20-year-old man presented to our center with 

tapentadol use for 8 months. He tried various substances 
(Table 1) after reading about their effects on the Internet 
between the ages of 16 and 19 years. At age 19 years, he tried 
codeine, liked its euphoric effects, and restricted substance 
use to opioids only. He developed craving, tolerance, and 
withdrawals within 3 months. He searched the Internet 
about replacement of codeine and switched to tapentadol 
completely, finding it to be more potent and experiencing 
euphoria along with visual effects (different colors in 
normal visual field). He developed craving and tolerance 
to tapentadol within 1 month and increased the dose 
from 50 mg to 400 mg daily. He experienced rhinorrhea, 
lacrimation, anxiety, palpitations, and diarrhea if he did 
not take tapentadol. He was detoxified using ibuprofen and 
diazepam.

Case 2. A 34-year-old man presented to our center with 
tapentadol use for 4 years. As shown in Figure 1, the patient 
had nicotine dependence since 21 years of age and developed 
alcohol dependence by age 30 years. He tried tapentadol 
100 mg to quit alcohol and felt euphoria, perception of 
time moving fast, and increased hypnagogic hallucinations. 
He developed craving and tolerance within 2 months and 
increased the dose to 6,000 mg within 2 years. He resumed 
occasional alcohol use to enhance tapentadol’s effects. When 
taking cannabis with tapentadol, he felt intense dysphoria, 
anxiety, and restlessness. When he did not take tapentadol, 

he experienced low mood, fatigue, decreased self-confidence, 
ideas of helplessness and worthlessness, and pessimistic 
views of the future. He underwent inpatient detoxification 
at a private deaddiction center but relapsed within 1 month. 
Once, he was placed on buprenorphine maintenance, but he 
took a lesser amount than prescribed. He relapsed again and 
completely stopped buprenorphine within 2 months.

Case 3. A 30-year-old man started taking tapentadol 50 
mg for abdominal pain following a doctor’s prescription 
3 years before presentation. When taking tapentadol, he 
reported feeling not only pain relief but also a sense of 
relaxation of the mind. He developed craving and tolerance 
within 6 months and increased the dose to 500 mg daily. He 
also experienced decreased libido and erectile dysfunction 
on tapentadol. Within 7 months, he experienced withdrawals 
in the form of anhedonia, fatigue, body ache, insomnia, 
decreased self-confidence, and pessimistic views of the 
future. After around 1 year, he began treatment at a private 
deaddiction center but relapsed within 1 month. After 
presenting to our center, tapentadol was tapered gradually 
on an outpatient basis.

Discussion
As can be seen from our case series of 3 patients, 

tapentadol can lead to dependence and has abuse potential. 
The 3 cases illustrate that dependence developed among 
patients who initiated it for different reasons, with the 
amount of tapentadol use varying from 400 mg to 6,000 

Table 1. Various Psychoactive Substances Tried by Patient 1

Substance
No. of 

Times Used Dose
Alcohol (whisky) Once 3 pegsa

Benzodiazepine 15–20 Nitrazepam 100 mg/zolpidem 
100 mg/diazepam 60 mg/
clonazepam 6 mg

Carisoprodol 2 1,000 mg
Datura seeds Once 10–12 seeds
Dextromorphan (syrup) Once 200 mg
Diphenhydramine (syrup) 5–6 1 bottle
Dramamine 4–5 800 mg
Gabapentin 15–20 600 mg
Ketamine (intramuscular) Once 1 ampoule
Lysergic acid 2–3 1 blot paper
Methylphenidate (snort) 15–16 60 mg
Mirtazapine 6–7 400 mg
Modafinil 20–25
Morning glory 2–3 500 seeds
Phenobarbital 1 180 mg
Pregabalin 15–20 400 mg
aA peg of liquor usually contains 12.84 mL of pure alcohol, roughly equal to 

1.3 alcoholic units.
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Figure 1. Case Summary of Patient 2
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mg. Although there have been case reports on clinical 
presentation of tapentadol overdose, including reports of 
death due to cardiac arrest,5–7 there is limited literature on 
tapentadol dependence.4 The unique clinical features that 
we found were prominent depressive symptoms during 
tapentadol withdrawal and perceptual abnormalities during 
tapentadol intake. Tapentadol has been associated with a 
high risk of perceptual abnormalities in previous literature.8

Tapentadol has been approved for pain management 
and is considered to have lower abuse potential than other 
opioids.9,10 A study11 evaluating Internet discussion of 
recreational drug users also found the endorsement ratio 
of tapentadol to be significantly lower than oxymorphone 
and close to that of tramadol. This finding suggests that 
experimenters are less likely to be dependent on tapentadol. 
However, development of dependence can occur with 
tapentadol, as seen in our patients. Hence, clinicians need to 
be cautious and monitor diversion and abuse of tapentadol 
in their patients. Also, tapentadol-related emergency visits 
and use of tapentadol for recreational purposes should be 
carefully watched within an international framework of 
cooperation, monitoring, and control.
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