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IntroductionIntroduction

PainPain –– unpleasant sensoric and emotionalunpleasant sensoric and emotional
experience due to actual or potentialexperience due to actual or potential
tissue damagetissue damage
PainPain –– Acute & ChronicAcute & Chronic
Acute PainAcute Pain –– normal physiologic responsenormal physiologic response
to dangerous stimuli, limited with timeto dangerous stimuli, limited with time
Chronic PainChronic Pain –– Persistent process,Persistent process,
sustained after the cause has beensustained after the cause has been
diminished (Inflammatory & Neuropathic)diminished (Inflammatory & Neuropathic)
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IntroductionIntroduction

> 90% dissease is associated with pain> 90% dissease is associated with pain 40%40%
develop into chronic paindevelop into chronic pain
PrevalencePrevalence aging population &aging population &
degenerative disease; USA: 2 milliondegenerative disease; USA: 2 million 3.753.75
million (Harden, 2005)million (Harden, 2005)
Chronic PainChronic Pain –– Complex mechanism, unsatisfiedComplex mechanism, unsatisfied
outcome,outcome, side effectsside effects
The impact to patientThe impact to patient health care cost,health care cost,
daily activity,daily activity, work productivity & quality of lifework productivity & quality of life

Pain transmission process (Hudspith, 2005)
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Peripheral Sensitization (Hudspith, 2005)

Central Sensitization (Hudspith, 2005)

GLU: glutamat, SP: Substansi P
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WHO PainWHO Pain Analgesic LadderAnalgesic Ladder

Mild PainMild Pain NSAIDs or parasetamolNSAIDs or parasetamol

Moderate PainModerate Pain Opioid derivates combine withOpioid derivates combine with
paracetamol or NSAIDsparacetamol or NSAIDs

Severe PainSevere Pain High dose + adjuvant therapyHigh dose + adjuvant therapy

Unsatisfied outputUnsatisfied output Alternative strategyAlternative strategy

Eg. Analgesic adjuvants at GABAEg. Analgesic adjuvants at GABA--ergic systemergic system

Therapeutic Alternative Involvement of GABA receptor
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GABAB receptor activivation

Inhibit presinaptic neuron

Excitability by increasing

Influx of K+ and Cl –

hyperpolarization

(Takeda, 2004)
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Baclofen
( -(Aminomethyl)-4-Chlorobenzenepropanoic acid)

(Swetman, 2002)

Animal model for painAnimal model for pain replacement of human modelreplacement of human model cancan
predict potential pharmacologic efficacy of a substance (Eaton.predict potential pharmacologic efficacy of a substance (Eaton.
2003)2003)

Neuropathic pain in animal modelNeuropathic pain in animal model sciatic nerve ligationsciatic nerve ligation
(Bennet & Xie)(Bennet & Xie)
Inflammatory painInflammatory pain injection of Complete Freud Adjuvantinjection of Complete Freud Adjuvant

hyperalgesia atau allodyniahyperalgesia atau allodynia

Thermal Stimulus ObservationThermal Stimulus Observation

+ Analgesic Agents+ Analgesic Agents

IncreaseIncrease latency timelatency time toward thermal stimulustoward thermal stimulus
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ObjectiveObjective

To evaluate the effectiveness of GABA BTo evaluate the effectiveness of GABA B
agonist baclofen in the development ofagonist baclofen in the development of
chronic pain either neuropathic orchronic pain either neuropathic or
inflammatory paininflammatory pain

Male balB/C mice
20 – 25 gram, 8 weeks
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TimelineTimeline Neuropathic ModelNeuropathic Model
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FigureFigure 1.1. Development ofDevelopment of neuropathicneuropathic pain in micepain in mice
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Results & DiscussionResults & Discussion
1.1. NeuropathicNeuropathic PainPain

TabTablle 1.e 1. Average Latency Time (second) towardAverage Latency Time (second) toward ThermalThermal
Stimulation usingStimulation using Hot Plate TestHot Plate Test in Neuropathic pain modelin Neuropathic pain model

4.714.715.575.575.855.854.134.133.173.176.236.238.178.17NSNS -- LigationLigation
9.229.228.578.577.987.984.764.763.883.887.197.199.179.17Baclofen 30 nmolBaclofen 30 nmol
10.9210.929.739.736.276.274.524.524.904.907.567.569.579.57Baclofen 10 nmolBaclofen 10 nmol
9.859.857.497.495.115.114.804.805.745.746.676.6711.9211.92Baclofen 1 nmolBaclofen 1 nmol

11.9811.1910.059.299.789.6911.01NSNS -- ShamSham
141411119977553300

DayDay
GroupGroup of Miceof Mice
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Figure 2. Average Latency Time (second) toward Thermal Stimulation using
Hot Plate Test in Neuropathic Pain Model
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2. Inflammatory Pain2. Inflammatory Pain
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Figure 2. Development of inflammatory process with plantar thickness as a parameter

* F(1,98) = 12.828, p=0.001 two way ANOVA
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Table 2.Table 2. Average latency time (second) towardAverage latency time (second) toward
thermal stimulation in inflammatory pain modelthermal stimulation in inflammatory pain model

8.246.916.07B 30nmol

6.125.425.05B 10nmol

5.865.375.14B 1 nmol

5.174.294.23NS

3.899.12CFA

7.696.817.58NS6.79.32NS
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* F (3,140) = 13.864, p = 0.001 two way ANOVA

Figure 3. Average latency time (second) toward thermal stimulation in inflammatory
pain model
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ConclusionsConclusions

BaclofenBaclofen effective in managing chroniceffective in managing chronic
pain like state in micepain like state in mice


