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Mirogabalin - A novel selective a2 calcium channel
ligand for effective neuropathic pain management

%= Neuropathic pain results from abnormal neuronal signaling involving a28-1 subunits of voltage-gated calcium
channels that are upregulated after nerve injury.

%t Mirogabalin is a selective 028 ligand with slow dissociation from a26-1 and rapid dissociation from a26-2,
enabling strong analgesia with improved safety.

%t This article reviews the pharmacology of mirogabalin, linking its 026 binding properties to clinical efficacy and
tolerability.
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pheral neu thic pain:

Neuropathic pain (NeP) (central or peripheral) is defined by the International Association for the Study of Pain (IASP) as
“pain caused by a lesion or disease of the somatosensory nervous system”!

Peripheral neuropathic pain (PNP) in diabetic peripheral neuropathy (DPN) and post herpetic neuralgia (PHN) is a chronic
and debilitating condition leading to significant morbidity and poor quality of life.2

The prevalence of DPN is estimated at ~50% and expected to increase significantly over the next few decades.®*

After initial herpes zoster infection subsides, 6.5-18% of patients may develop PHN persists for months to years,
significantly impacting quality of life.’

An estimated 50% of patients with NeP achieve 30-50% pain relief due to suboptimal analgesia and poorly tolerated side
effects.t

Although pregabalin and gabapentin are effective in managing NeP, its tolerability limits their clinical utility in a
substantial proportion of patients. Hence an effective and well-tolerated pharmacotherapy is required to address the
concerns in managing NeP, especially in the gabapentinoid class.”

Mirogabalin: selective and well tolerated analgesic for DPNP and PHN?

2 Mirogabalin besylate is a gabapentinoid approved for diabetic neuropathic pain and post-herpetic neuralgia.

%E |t has a potent pain-modulating effect with a unique, selective, high affinity and prolonged dissociation rate for the a2

-1 subunit of voltage-gated calcium (Ca2+) channels (VGCCs) on the dorsal root ganglion resulting in more sustained

analgesia compared with traditional gabapentinoids.

ECS Additionally, mirogabalin has a superior adverse events (AEs) profile due to a rapid dissociation from the a26-2 subunit
of VGCCs potentially implicated in central nervous system specific AEs.
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Mirogabalin vs Pregabalin and Gabapentin in peripheral neuropathic pain'
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Stronger binding to 0261 & 262
Slower from 0261 subunit
Higher analgesic efficacy

Lower incidence of CNS adverse
effects

Dizziness, somnolence, headache

Well tolerated with minimal safety
concerns

Maximum plasma concentration is
achieved in less than 1 hour

Non-selective binding to 0261 & 0202
Faster dissociation
Moderate efficacy

Higher incidence of CNS adverse
effects

Higher incidence of Dizziness,

somnolence, headache

Associated with higher adverse
effect

Maximum plasma concentration is
achived in 1 hour
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Non-selective binding to 0261 & 262
Faster dissociation
Moderate efficacy

Higher incidence of CNS adverse effects

Higher incidence of Dizziness, somnolence,
headache

Associated with higher adverse effects

Maximum plasma concentration is achieved
in 3 hours
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