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Use of Nefopam in Perioperative Pain Management; 
Keeping Nefopam in between
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Without mentioning chronic pain, acute postoperative 

pain has been regarded as a matter of great concern to 

patients as well as physicians. The ‘Pain as the Fifth Vital 

Sign’ initiative may have helped make its control of pri-

mary importance in the perioperative management of sur-

gical patients [1]. Extensive literature has demonstrated 

the benefits of effective postoperative pain control includ-

ing improved surgical outcome, reduced hospital stays and 

decreased development of new chronic pain conditions 

[2-4]. However, the main analgesics for acute pain, opioids, 

may be associated with several side effects such as somno-

lence, confusion, urinary retention, ileus, respiratory de-

pression, and death in case of misuse or overuse. 

Therefore, multimodal analgesia combining opioid and 

non-opioid analgesics is preferred for postoperative pain 

management [5]. 

Nefopam has been used for acute moderate pain since 

the mid-1970s as a centrally acting non-opioid analgesic. 

It was found to have several analgesic mechanisms includ-

ing inhibition of monoamine uptake resulting in an increase 

of the inhibitory tone of the serotonergic and nor-

epinephrine descending pathway, and reduced gluta-

minergic transmission by decreasing the activation of 

postsynaptic glutamatergic receptors. Owing to the multi-

ple analgesic mechanisms of nefopam, animal and clinical 

researches were performed to examine the analgesic in-

teraction with other drugs including opioids. Several re-

ports were also published in the Korean Journal of Pain 

regarding its mechanism and drug interaction, proposing 

the use of nefopam for multimodal analgesia for post-

operative pain [6-8].

In addition to its analgesic effect, it also reduces post-

operative shivering, making it favorable for perioperative 

use. Given that postoperative pain is acute nociceptive, in-

flammatory and even neuropathic in nature, the multimodal 

analgesic technique could be more effective and suitable for 

postoperative pain management. Some studies revealed the 

potential of nefopam as an analgesic for neuropathic pain 

[9-11]. As already reported, the preoperative administration 

of gabapentin and pregabalin decreased opioid consumption 

in a setting of postoperative pain. Therefore, it appears 

that pre- or intraoperative administration of nefopam could 

be a plausible approach for preventing postoperative shiv-

ering and reducing opioid consumption [12].

Despite the above mentioned properties favoring nefo-

pam for perioperative use, adverse effects such as con-

fusion and tachycardia have been well noted. Furthermore, 

unexpected side effects including neuropsychiatric (related 
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with abuse), cutaneous, or anaphylactic reactions have 

been reported [13,14]. Therefore, extensive use of nefopam 

in the perioperative period should wait until further re-

search establishes the safety of the intraoperative use of 

nefopam, defines the analgesic mechanisms, and provides 

good quality strategies for nefopam in the multimodal an-

algesic approach. Also, it should be kept in mind that for 

whatever reason nefopam is not available in the United 

States.

REFERENCES

1. American Pain Society Quality of Care Committee. Quality 
improvement guidelines for the treatment of acute pain and 
cancer pain. JAMA 1995; 274: 1874-80.

2. Carli F, Kehlet H, Baldini G, Steel A, McRae K, Slinger P, et 
al. Evidence basis for regional anesthesia in multidisciplinary 
fast-track surgical care pathways. Reg Anesth Pain Med 
2011; 36: 63-72.

3. Abou-Setta AM, Beaupre LA, Rashiq S, Dryden DM, Hamm 
MP, Sadowski CA, et al. Comparative effectiveness of pain 
management interventions for hip fracture: a systematic 
review. Ann Intern Med 2011; 155: 234-45.

4. Boezaart AP, Davis G, Le-Wendling L. Recovery after 
orthopedic surgery: techniques to increase duration of pain 
control. Curr Opin Anaesthesiol 2012; 25: 665-72.

5. Kehlet H, Dahl JB. The value of “multimodal” or “balanced 
analgesia” in postoperative pain treatment. Anesth Analg 
1993; 77: 1048-56.

6. Lee JH, Kim JH, Cheong YK. The analgesic effect of nefopam 
with fentanyl at the end of laparoscopic cholecystectomy. 
Korean J Pain 2013; 26: 361-7.

7. Cho SY, Park AR, Yoon MH, Lee HG, Kim WM, Choi JI. 
Antinociceptive effect of intrathecal nefopam and interaction 
with morphine in formalin-induced pain of rats. Korean J Pain 
2013; 26: 14-20.

8. Saghaei E, Moini Zanjani T, Sabetkasaei M, Naseri K. 
Enhancement of Antinociception by co-administrations of 
nefopam, morphine, and nimesulide in a rat model of 
neuropathic pain. Korean J Pain 2012; 25: 7-15.

9. Kim KH, Abdi S. Rediscovery of nefopam for the treatment 
of neuropathic pain. Korean J Pain 2014; 27: 103-11.

10. Kim KH, Byeon GJ, Kim HY, Baek SH, Shin SW, Koo ST. 
Mechanical antiallodynic effect of intrathecal nefopam in a rat 
neuropathic pain model. J Korean Med Sci 2015; 30: 
1189-96.

11. Joo YC, Ko ES, Cho JG, Ok YM, Jung GY, Kim KH. 
Intravenous nefopam reduces postherpetic neuralgia during 
the titration of oral medications. Korean J Pain 2014; 27: 
54-62.

12. Evans MS, Lysakowski C, Tramèr MR. Nefopam for the 
prevention of postoperative pain: quantitative systematic 
review. Br J Anaesth 2008; 101: 610-7.

13. Durrieu G, Olivier P, Bagheri H, Montastruc JL; French 
Network of Pharmacovigilance Centers. Overview of adverse 
reactions to nefopam: an analysis of the French Pharma-
covigilance database. Fundam Clin Pharmacol 2007; 21: 
555-8.

14. Villier C, Mallaret MP. Nefopam abuse. Ann Pharmacother 
2002; 36: 1564-6.


