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Introduction

m Pain — unpleasant sensoric and emotional
experience due to actual or potential
tissue damage

m Pain — Acute & Chronic

m Acute Pain — normal physiologic response
to dangerous stimuli, limited with time

m Chronic Pain — Persistent process,
sustained after the cause has been
diminished (Inflammatory & Neuropathic)
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Introduction

m > 90% dissease is associated with pain - 40%
develop into chronic pain

m Prevalence T > aging population &
degenerative disease; USA: 2 million > 3.75
million (Harden, 2005)

m Chronic Pain — Complex mechanism, unsatisfied
outcome, T side effects

m The impact to patient > T health care cost, ¥
daily activity, ¥ work productivity & quality of life

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

Peripheral sensitization

Tissue damage Inflammation Sympathetic efferents
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Central Sensitization (Hudspith, 2005)

Spinal pain transduction within the dorsal horn
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Mild Pain - NSAIDs or parasetamol

Moderate Pain - Opioid derivates combine with
paracetamol or NSAIDs

Severe Pain - High dose + adjuvant therapy

:

Unsatisfied output - Alternative strategy

Eg. Analgesic adjuvants at GABA-ergic system

Therapeutic Alternative - Involvement of GABA receptor
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GABA; receptor activivation

Inhibit presinaptic neuron

Excitability by increasing TCA cyd
Influx of K*and Cl - o

- hyperpolarization
(Takeda, 2004)

GABA

cl uptake -~
; I.'
ceptor W

Baclofen
( B-(Aminomethyl)-4-Chlorobenzenepropanoic acic)jliNjuzg sEigeztits
(Swetman, 2002)

Animal model for pain - replacement of human model - can
predict potential pharmacologic efficacy of a substance (Eaton.

2003) [l

Neuropathic pain in animal model - sciatic nerve ligation
(Bennet & Xie)

Inflammatory pain = injection of Complete Freud Adjuvant
hyperalgesia atau allodynia
Thermal Stimulus Observation

+ Analgesic Agents

Increase /atency time toward thermal stimulus
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Objective

m To evaluate the effectiveness of GABA B
agonist baclofen in the development of
chronic pain either neuropathic or
inflammatory pain

Methods

Male balB/C mice
20 - 25 gram, 8 weeks
Grouping
Neuropathic Inflammatory
Model Model

Bak Bak Bak Ligati Sham Bak Bak Bak CFA
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Timeline Neuropathic Model
Hyperalgesia

Creating :
Neuropathic Baclofen intrathecal
model injection

Timeline Inflammatory Model
Evaluation Evaluation

. Intrathecal
Creating baclofen
inflammatory model
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Results & Discussion

1. Neuropathic Pain
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Figure 1. Development of neuropathic pain in mice

Table 1. Average Latency Time (second) toward Thermal
Stimulation using Hot Plate Test in Neuropathic pain model
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Figure 2. Average Latency Time (second) toward Thermal Stimulation using
Hot Plate Test in Neuropathic Pain Model

2. Inflammatory Pain
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* F(1,98) = 12.828, p=0.001 two way ANOVA

Figure 2. Development of inflammatory process with plantar thickness as a parameter
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Table 2. Average latency time (second) toward
thermal stimulation in inflammatory pain model

Day
Group Treatment
NS . . NS
NS

B 1 nmol

3.89
B 10nmol

B 30nmol

Latency Time (mm)

9
Day

——NS —a— CFA-NS CFA-B1nmol
—m— CFA-B10nmol —e— CFA-B30nmol

* 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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Conclusions

m Baclofen effective in managing chronic
pain like state in mice
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