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AIM OF THE WORK

        Pesticide poisonings remain a serious public health problem worldwide. According to the World Health Organization’s estimate, 3 million cases of pesticide poisoning occur every year, resulting in more than 250,000 deaths. Among the numerous pesticides that can result in death, organophosphate insecticides are the most common culprit agents because of their high toxicity (Yang et al., 2007).
        Organophosphorus (OP) compounds have been widely used for a few decades in agriculture for crop protection and pest control. Some have also been used in the medical treatment of myasthenia gravis, e.g. diisopropyl phosphorofluoridate (DFP), tetraethyl pyrophosphate (TEPP), and octomethyl pyrophosphotetramide (OMPA). Some OP esters are still used to treat glaucoma (Ecothiopate). In addition to these beneficial agricultural, veterinary, and medical uses, some highly potent OP anticholinesterase compounds, including tabun, sarin, soman, and VX have been used as “nerve gases” in chemical warfare. They have been used also as plasticizers, stabilizers in lubricating and hydraulic oils, flame retardants, and gasoline additives (Kumar et al., 2010).
        Acute organophosphorous poisoning (OPP) occurs following dermal, respiratory or oral exposure. Unintentional poisoning kills far fewer people but is a problem in places where highly toxic organophosphorus pesticides are available.

 These are characterized by a triphasic response involving an initial acute cholinergic phase, an intermediate syndrome (Both associated with high mortality) and a disabling but non-lethal delayed polyneuropathy (Kamanyire and Karalliedde, 2004).
Acute cholinergic phase occurs due to overstimulation of muscarinic cholinergic receptors in the parasympathetic system; patient may present with bronchospasm, bronchorrhoea, miosis, lachrymation, urination, diarrhea, hypotension, bradycardia, vomiting and salivation. Sometime patient may present with features due to overstimulation of nicotinic cholinergic receptors in the sympathetic system include tachycardia, mydriasis, hypertension and sweating. However combine features cholinergic receptors in the CNS also can occur including confusion, agitation; coma and respiratory failure (Eddleston et al., 2008).
 Following resolution of cholinergic crisis, some patients may develop intermediate syndrome i.e. cranial nerve palsies, proximal muscle weakness, respiratory muscle weakness. Some may develop peripheral neuropathy (OPIPN) at a later stage (Singh, 2004). IMS has been considered as a major contributing factor of organophosphate-related morbidity and mortality because of its frequent occurrence and probable consequence of respiratory failure (Yang et al., 2007).
 Medical management is difficult, therapies exist for acute organophosphate (OP) exposure but mortality rates remain high (10% to 20%) (Dunn et al., 2012). Years after first use; it is still not known how the core treatments atropine, oximes, and diazepam should best be given. However, consensus suggests that early resuscitation with atropine, oxygen, respiratory support, and fluids is needed to improve oxygen delivery to tissues (Eddleston et al., 2008). 
   The role of oximes is not completely clear; they might benefit only patients poisoned by specific pesticides or patients with moderate poisoning. Traditional use of atropine and pralidoxime failed to reduce the attendant mortality and morbidity. Some agents have been found to reduce the toxicity of organophosphorus compounds in animal experiments, and they have potential as therapeutic agents in the management of organophosphorus poisoning.These agents are magnesium, clonidine and fluoride (Sivagnanam, 2002).

    Magnesium has been used in small scale studies in OP poisoning with variable success. So, understanding the administration and therapeutic benefit of magnesium sulfate regarding management need to be evaluated (Pajoumand et al., 2004). Intravenous lipid emulsion is always used in parenteral nutrition therapy.   Several animal studies supported that the use of Intravenous lipid emulsions as an antidote could treat bupivacaine toxicity (Weinberg, 2006). 
    Some case reports also introduced that the Intravenous lipid emulsions succeeded   in resuscitation of patients with local anesthetic drug toxicity (Foxall et al., 2007).The detoxification mechanism of intravenous lipid emulsions is ‘‘lipid sink”,   in which lipid emulsions can dissolve the fat-soluble drugs and separate poison away from the sites of toxicity. Most of organophosphorus pesticides are highly fat-soluble. So, intravenous lipid emulsions have the potentially clinical applications in treatment of OP poisoning followed by extracorporeal blood purification especially charcoal hemoperfusion is an efficient way to eliminate the poison contents from the blood (Zhou et al., 2010).

Aim of the Work
   The aim of this study is to evaluate the effects of magnesium sulfate, and intravenous lipid emulsions on butyrylcholine esterase enzyme activity and find if there is correlation between the enzyme level and muscle activity. Also  the  present work will study the effect of aforementioned drugs on muscle weakness in rats intoxicated with organophosphours compound , this will be done by electrophysiologicl examination ( in the form of assessment of  degree of muscle weakness by observational examination using De Bleeker scoring criteria and repetitive nerve stimulation test of sciatic nerve). 
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