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Introduction

Pain is a complex phenomenon that can manifest in various forms, making 
it challenging to identify and treat effectively. Traditional approaches to pain 
management often focus on nociceptive pain, which arises from tissue damage 
or inflammation. However, there are two lesser-known pain phenotypes that 
deserve attention: neuropathic pain and nociplastic pain.

Neuropathic pain is caused by nerve damage or dysfunction, resulting 
in abnormal signaling and processing of pain sensations. It can present as 
shooting or burning pain, tingling, or numbness. Nociplastic pain, on the other 
hand, is characterized by changes in the nervous system without clear evidence 
of tissue damage. This type of pain is often described as widespread, with 
increased sensitivity to touch and pressure. Understanding and differentiating 
these hidden pain phenotypes is crucial for effective pain management. By 
unmasking the neuropathic and nociplastic components of a patient's pain 
experience, healthcare professionals can tailor treatment strategies to target 
the specific mechanisms contributing to their discomfort [1].

Exploring innovative approaches to pain relief is essential in addressing 
neuropathic and nociplastic pain phenotypes. Advanced diagnostic 
techniques, such as nerve conduction studies and imaging, help identify nerve 
abnormalities and rule out underlying tissue damage. Additionally, treatments 
such as medications targeting nerve signaling abnormalities, nerve blocks, and 
neuromodulation techniques offer promising options for pain control in these 
phenotypes.

Description

Pain is a multifaceted experience that can arise from a multitude of sources 
and mechanisms. While nociceptive pain, which is caused by tissue damage 
or inflammation, is widely recognized and treated, there are two lesser-known 
pain phenotypes that often go unnoticed and undiagnosed: neuropathic pain 
and nociplastic pain. Unraveling these hidden pain phenotypes is crucial for 
developing effective treatment strategies and providing relief to patients who 
suffer from chronic pain. This article explores the characteristics of neuropathic 
and nociplastic pain, delves into their underlying mechanisms, and highlights 
innovative approaches for their management.

Neuropathic pain arises from nerve damage or dysfunction, resulting in 
abnormal signaling and processing of pain sensations [2]. It is often described 
as shooting or burning pain, tingling, or numbness. Common conditions 
associated with neuropathic pain include diabetic neuropathy, postherpetic 
neuralgia, and nerve entrapment syndromes. Neuropathic pain can be 

challenging to diagnose due to its complex nature and subjective symptoms. 
Advanced diagnostic techniques, such as nerve conduction studies and 
imaging, play a crucial role in identifying nerve abnormalities and differentiating 
neuropathic pain from other pain types.

The underlying mechanisms of neuropathic pain involve maladaptive 
changes in the nervous system. Nerve injury leads to alterations in neuronal 
excitability, abnormal activation of pain pathways, and increased sensitivity to 
pain signals. These changes can occur at the site of injury or along the affected 
nerve pathways, contributing to the persistence and chronicity of neuropathic 
pain [3]. Managing neuropathic pain requires a multimodal and individualized 
approach. Medications targeting specific mechanisms involved in neuropathic 
pain, such as anticonvulsants, antidepressants, and certain analgesics, can 
provide relief by modulating pain signaling pathways. Additionally, topical 
agents, such as lidocaine patches or capsaicin creams, can be applied directly 
to the affected area to alleviate neuropathic pain symptoms.

Interventional procedures, including nerve blocks and neuromodulation 
techniques, offer alternative options for managing neuropathic pain. Nerve 
blocks involve injecting local anesthetics or anti-inflammatory agents near 
the affected nerve to temporarily interrupt pain signals. Neuromodulation 
techniques, such as spinal cord stimulation or peripheral nerve stimulation, 
use electrical impulses to modulate the activity of pain pathways, providing 
long-term pain relief for some individuals. Nociplastic pain is a complex 
pain phenotype characterized by changes in the nervous system without 
clear evidence of tissue damage or inflammation [4]. It is often associated 
with conditions such as fibromyalgia, chronic fatigue syndrome, and irritable 
bowel syndrome. Nociplastic pain is typically widespread and accompanied 
by increased sensitivity to touch and pressure, known as allodynia and 
hyperalgesia, respectively.

The exact mechanisms underlying nociplastic pain are still being 
investigated, but emerging evidence suggests that alterations in central pain 
processing and neurochemical imbalances play significant roles. Dysfunction 
in the pain modulation pathways, such as the descending pain inhibitory 
system, contributes to the amplification of pain signals and the development 
of nociplastic pain. Managing nociplastic pain requires a multidisciplinary 
approach that focuses on addressing the underlying neurochemical 
imbalances, improving central pain processing, and promoting overall well-
being. Cognitive Behavioural Therapy (CBT) is a psychological intervention 
that helps patients develop coping strategies, change maladaptive pain-related 
beliefs, and improve their overall quality of life. CBT has shown promising 
results in reducing pain intensity and improving functionality in individuals 
with nociplastic pain. Physical therapy and exercise programs tailored to 
the individual's capabilities can also play a vital role in managing nociplastic 
pain. Gentle stretching, aerobic exercises, and low-impact activities can help 
improve physical function, reduce pain sensitivity, and promote overall well-
being.

Additionally, certain medications, such as antidepressants and certain 
antiepileptic drugs, have shown efficacy in managing nociplastic pain. These 
medications target neurotransmitter imbalances and help modulate pain 
signaling in the central nervous system [2,5].

Conclusion

Unmasking the hidden pain of neuropathic and nociplastic phenotypes is 
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essential for providing effective pain relief and improving the quality of life for 
individuals living with chronic pain. By understanding the unique characteristics 
and underlying mechanisms of neuropathic and nociplastic pain, healthcare 
professionals can tailor treatment approaches to address the specific needs 
of each patient. Innovative interventions, ranging from medication-based 
therapies and interventional procedures to psychological interventions and 
exercise programs, offer hope and promise for those suffering from these often 
overlooked pain phenotypes. Through ongoing research and a comprehensive, 
multidisciplinary approach, we can continue to advance the field of pain 
management and provide better outcomes for individuals unmasking the 
hidden pain of neuropathic and nociplastic phenotypes.
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