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Analysis of the efficacy and safety of mirogabalin for

Central neuropathic CNeP treatment in patients with traumatic SCl

pain (CNeP) is:

o Common in patients Randomized, double-blind,
with spinal cord placebo-controlled, phase 3 study
injury (SCI) ‘

challenging to treat

¢ Recognized as

Is mirogabalin, which eases peripheral neuropathic

pain, effective and safe for the treatment of CNeP? Mirogabalin group (n=150)  Placebo group (n =150)

< Efficacy of mirogabalin based on the change from baseline at week 14: )

. @? > Pain reduction, as manifested in lower weekly Pain reduction, as manifested in lower weekly

¢ average daily pain scores (ADPS) in mirogabalin average Short-Form McGill Pain Questionnaire
= group. L //  (SF-MPQ) scores in mirogabalin group.

Hiah i f patient ith clinicall Better sleep, as manifested in lower weekly
'\gher proportion of patients with - cinically average daily sleep interference scores (ADSIS)
significant pain reduction in mirogabalin group. it s

< Treatment-emergent adverse events (TEAE) in the mirogabalin group vs placebo group: >

Severe: 4.0% vs 0.7%

.
&

Moderate: 18.5% vs 13.5%

No TEAE: 21.9% vs 44.6% Somnolence Dizziness Peripheral edema
(29.8% Vs 5.4%) (8.6% Vs 3.4%) (6.0% vs 1.4%)

23

9
Nasopharyngitis  Constipation Weight gain
(7.9% vs 5.4%) (6.0% vs 1.4%) (7.3% vs 0.7%)

Mild: 55.6% vs 41.2%

No severe levels of the above-mentioned TEAE was seen in mirogabalin group.

This study provides Class | evidence that in adult patients with CNeP due to traumatic SCI,

mirogabalin effectively improves weekly ADPS (average daily pain score) at week 14.

Ref: Ushida T, Katayama Y, Hiasa Y, Nishihara M, Tajima F, Katoh S, Tanaka H, Maeda T, Furusawa K, Richardson M, Kakehi Y, Kikumori K, Kuroha M. Mirogabalin for central neuropathic pain after spinal cord
injury: A randomized, double-blind, placebo-controlled, phase 3 study in Asia. Neurology. 2023;100(11):e1193-e1206. doi:10.1212/WNL.0000000000201709.
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Selective. Potent. Well Tolerated

Ko

& 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’.

%t 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.?

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

%t 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 besylate is a gabapentinoid approved for diabetic neuropathic pain and post-herpetic neuralgia.

$t It has a potent pain-modulating effect with a unique, selective, high affinity and prolonged dissociation rate for the a28-1 subunit of
voltage-gated calcium (Ca2+) channels (VGCCs) on the dorsal root ganglion resulting in more sustained analgesia compared with traditional
gabapentinoids.

%% 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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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 cdr & a2
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 & 022
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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