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Background:

According to |ASP, neuropathic paln (NP ks defined as "pain caused by a lesion or diseasze of the somatosensary system”.
MNP develops as a consequence of a lesion or disease affecting the somatosensory pathways in the peripheral or central
nervaus system, and occurs in many neurological diseases leg, paripheral neuropathy, radiculopathy, spinal cord injury,
stroke and multiple sclerosis),

A peculiar feature of NP is the coexistence of negative and positive symptoms and signs, reflecting loss-of-function and
gain-of-function of the somatosensory system, respectively

Clinical Presentation of Neuropathic Pain:

PHYSIOPATHOLOGICAL MECHANISMS

Paroxysmal pain Spontaneaus activity in c-fibres
POSITIVE Superficial pain Spoentaneous activity in a%- and c-fibres
Deep Pain Spontaneous activity in articular /
SYMPTDMS muscular nociceptors
AND Paraesthesia Spontanecus activity in AR- fibres
SIGNS SIGNS [EVOKED PAIN] PHYSIOPATHOLOGICAL MECHANISMS
Cald hyperalgesia Central sensitization/loss of central inhibition
Heat hyperalgesia Peripheral sensitization
Punctate hyperalgesia Central sensitization mediated by A% fibres
Mechanical alladynia Heterosynaptic central sensitization
Temporal summation of pain  Homosynaptic central sensitization
After — senzations Hemasynaptic central sensitization

NEUROPATHIC PAIN SYNDROMES

Coexistence of negative symptoms/signs {loss-of-function of the somatosensory system) and positive
symptoms/signs (Gain-of-function of the somatosensory system)

SYMPTOMS PHYSIOPATHOLOGICAL MECHANISMS

Hypalgesia AP fibres lesion

SIGMS PHYSIOPATHOLOGICAL MECHANISMS NEGATIVE
Tactile hypesthesia AB- fibres lesion SYMPTOMS
Hypopallesthesia AB- fibres lesion

Thermal hypesthesia AL and C-fibres lesian

Punctate hypesthasia AL fibres lesion

How common is Neuropathic Pain??:

» General population studies, around 7=8% of adults currently have chronic pain with neuropathic characteristics.

# 371 million people diagnosed with diabetes mellitus worldwide and a prevalence of 8.3% as per the Diabetes
Atlas2012, diabetes mellitus and approximately 40-50% of the patients developing DPN further develop painful
DR

# Approximately 20% (18.7-21.4%) of people with cancer have cancer-related neuropathic pain, as a result of either the
disease orits treatment.

# 33 million people infected with HIV acrass the world, around 35% have neuropathic pain, which does not respond well
tostandard treatments.’

* Inthe India, studiesin 2,006 patients with diabetes, 29.2% (536) of people with diabetes were found to have DPN.”
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LAREGADB

Gabapentin 300 mg & 100 me Capsules

LAREGAB-AT

Gabapentin 300 ma & Amitriptyline 10 mg Tablets

LAREGAB-AT-LS

Gabapentin 100 mg & Amitriptyline 10-mg Tablets

Clinical Effectiveness:
Clinical Efficacy and Safety of Gabapentin verses Placebo in Neuropathic Pain

Conadian Agency for Drugs ond Technologies in Health; 2015;

* Pooled analysis of 15 clinical trials for clinical efficacy and safety of gabapentin verses placebo for adults with
neuropathic pain;

= Asspssment Criteria: At least 50% reduction in pain intensity.

Result:

Efficacy of gabapentinin a variety of conditions {such as PHN, DPN, 5C1, and peripheral nerve injury [PNI]) is expressed in

the number needed to treat to benefit (NNT)was 7.2 and the corresponding 95% Clwas 5.9t 9.1,

safety of gabapentin is expressed in terms of the number needed to be treated to harm (NNH] was 25.6 and
corresponding 95% Clwaslh 3to 7.6,

Condition Mo. of RCTs Ma. of patients Patiants with RR {95% C1) MNT [95% CI)% CI)
substantial benefit
(%) Gvs plb
PHM 4] 1816 3vs21 1.6(1.3t01.9) 28.0(6.0t012)
BPN 3 1277 38ys 21 1.9{1.502.3) 5.9 (4.6 10 8.3)
Mixed NP 1 305 21vs 14 1.5(0.9t0 2.4) NC
MIP 1 a8 13 ws 52 1.4(0,7t03.2) MC
Small fiber
Sensory 1 18 Zush 510,65 to 38.65) MNC
neuropathy

Ll = conhdence interval, DEN = dubett peripheral reuropathy, & = gabegents, NC = not caloulated, NIP = nerss injury pain,
MNT = rrebar rseded B tréal ta Benefil, NP = nesopathic pen, PHN = postherpetic neuralgis, ofb = placebe, RET = andomined contralied trial,
RR = pigk ratho, vs = wirias

Conclusion:
First-line treatment in neuropathic pain effective in treating various neuropathic pain disorders.

Clinical Effectiveness of Amitriptyline in Neuropathic Pain :

1LAmitriptyline recommended as a first line drug for pain in diabetic neurcpathy by NICE [2013], EFNS [2010] and
MeuPSIG IASP [2010].

2.Number needed to treat (NNT) for at least 50% pain relief from Cochrane Collaboration reviews is 1,3,

3.The Canadian Pain Society (CPS) recommends TCAs as first-line treatment for neuropathic pain due to diabetes,
herpes zoster, and traumatic nerve injury or stroke.”

4.The typical starting dose of any TCA for the treatment of neuropathic pain is 10 o 25 mig nightly.
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Description:

Laregab contains Gabapentin as capsules, a medication eriginally developed for the treatment of epilepsy.

Presently, gabapentin is widely used to relieve pain, especially neuropathic pain. The molecular formula of
gabapentin is COH1THOZ and the molecular weight is 171,24,

Laregab-AT is a combination of gabapentin (300 mg) with amitriptyline (10mg), anti-epileptic and tricyclic
anti-depressant are often widely used for various types of neuropathic pain or multiple sclerosis.

Laregab-AT L5 is a combination of gabapentin (100 mg) with amitriptyline (10ma) in the lower strength.

Mechanism of Action:

Gabapentin: The precise mechanisms by which gabapentin produces its analgesic and antiepileptic actions
are unknown. Gabapentin is structurally related to the neurotransmitter gamma-aminobutyric acid (GABA)
but has no effect on GABA binding, uptake, or degradation. In vitro studies have shown that gabapentin
binds with high-affinity to the a2d subunit of voltage-activated calcium channels; however, the relationship
of this binding to the therapeutic effects of gabapentin is unknown.

Amitriptyline is a dibenzocycloheptadiene tricyclic antidepressant. It increases synaptic concentration of
serotonin and/or norepinephrine in the CNS by blocking the neuronal reuptake of norepinephrine and
serotonin.

Amitriptyline is metabolized to nortriptyline which inhibits the reuptake of norepinephrine and serotonin
almost equally. Amitriptyline inhibits the membrane pump mechanism responsible for uptake of
norepinephrine and serotonin in adrenergic and serotonergic neurans.

Pharmacologically this action may potentiate or prodong neuronal activity since reuptake of these biogenic
amines is important physiologically in terminating transmitting activity. This interference with the reuptake

of norepinephrine and/or serotonin is believed by some to underlie the antidepressant activity of
amitriptyline,

Indication:

For the management of Meuropathic pain
Dosage:

Neuropathic Pain-

Laregab therapy may be initiated at dosage of 100-300 mg at bedtime or 100-300 mg thrice a day. Maximum
tolerable dose 3600 mg/day 1 Or as prescribed by the Registered Medical Practitioner.

Post herpetic Neuralgia:

Laregab therapy may be initiated as a single 300-mg dose on Day 1, 600 me/day on Day 2 (divided BID), and
900 mg /day on Day 3 (divided TID). The dose can subsequently be titrated up as needed for pain relief to a
daily dose of 1800 mg (divided TID) 2 Or as prescribed by the Registered Medical Practitioner.

Administration:
Laregab is given orally with or without food.

VB.H. Dwarkinst ol J Pale 132(2007) 237-25¢
1 Actadnaeitfesiod Talwan, 2005 Jun 32 E73-7.

La Renon Healthcare Pvt. Ltd. fam:
207-20 tscan Elegance | Circla P | Prabiad Magar Crass Riosds 156, Highway | 5;'_'_ g o
Abmedabad-330075 | Gujarzt | India | Phane: + 074 - G616 8098 (30 Lines) Ll i

E-mail: infosifarenon.com | Wabsite: www larenon.com




