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Opiate dependence is defined as the need to take 
opiate at regular interval to avoid withdrawal 
syndrome. It occurs because of changes in the 
brain system especially at the base of the brain in 
the locus ceruleus. Absence of exogenous opioids 
will stimulate locus ceruleus brain cells to release 
excessive amounts of noradrenaline triggering jitter, 
anxiety, muscle cramps and diarrhea, increased heart 
rate, increased blood pressure, widening of pupils and 
widening of air passages in the lungs and narrowing 
of blood vessels in non-essential organs. On the other 
hand, when opiate molecule binds to mµ receptors 
on brain cells in midbrain dopaminergic regions , 
they suppress the release of noradrenaline resulting 
in drowsiness, slow respiratory rate and low blood 
pressure 1.
One of the proposed mechanisms that regulate the 
opiate dependency and withdrawal is oxidative 
stress. There are two mechanisms involved in the 
development of oxidative stress; formation of free 
radicals and reduce activity of antioxidant2. The 
neurotransmitter and gasotransmitters involved 
are predominantly glutamate and nitric oxide. This 
proposed mechanism was further supported by 

pretreatment with free radicals scavengers attenuated 
the expression of morphine induced withdrawal 
syndrome3.
In our study, we are trying to explore the ability of 
honey as a supplementary therapy to methadone 
to reduce opiate addiction. This is because honey 
contains phenolic compound which have higher 
antioxidant properties. Antioxidants reduce free 
radicals in oxidative stress pathway. Hence, it 
blocks of oxidative stress in opiate dependence and 
tolerance4. Phenolic compound has an ability to 
increase radical scavenging activity by cutting off 
the formation of free radicals. When the free radicals 
concentration in the cell is reduced, the oxidative 
stress was noted to be reduced5. 
This study is further supported by the fact that 
the property of honey is healing for human6. It 
corresponded with the result of studies that phenolic 
compound in honey that actively involved in reducing 
oxidative stress which occurs due to the presence free 
radicals presence in the cells. Better understanding 
on the effect of honey on oxidative stress produced 
by honey to opiate dependency and withdrawal need 
to be further explored.
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