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Non-narcotic analgesics and non-steroidal anti-inflammatory medicines (NSAIM) are one of the best among the medicines in the treatment of inflammation and pain syndromes, as showing pronounced anti-inflammatory and analgesic effects [1]. More than thirty million people worldwide each year are taking drugs of this group, with a significant number of which in outpatient regime and the long-term use [2]. Approximately 70% of patients with long-term use of the non-narcotic analgesics and NSAIMs is accompanied by a number of side effects, the first place among them is occupied by degenerative and inflammatory changes in the mucous membrane of the digestive tract, accompanied by erosions and ulcers of the stomach or duodenum [3, 4]. 
As mentioned adverse reactions, as well as the mechanism of anti-inflammatory and analgesic actions of this group of drugs associated with their anti-prostaglandin effect, it is almost impossible to avoid these complications [5]. These data indicate the need to search for some new compounds with anti-inflammatory and analgesic activity, promising to build on the basis of more effective and safe pain medication with the specified action. 

In previous screening studies in a number of new derivatives of 4-oxo (amino) quinazoline we have found two leading compounds (PC-66 and PC-199) with marked analgesic and anti-inflammatory effects [6]. On the models of pain that has been provoked by the electro stimulation of a rectal mucosa and thermal stimulation of the rat tail, we have found that the compound PC-66 and PC-199 are equivalent to the diclofenac sodium and ketorolac both according to the force and duration of an analgesic effect. According to the literature data [7, 8], these compounds also have cerebral and act protective properties to the same substance in this class have proven low toxicity [9]. This provides a basis for the further in-depth study of the pharmacological properties of compounds the PC-66 PC-199 to clarify the issue date for a new anesthetic. Since the main obstacle for a long-term use in clinical non-narcotic analgesics and NSAIMs is their gastro toxicity, it is of interest to characterize the effect of the compounds PC-66 and PC-199 on the gastric mucosa (the gastric mucosa) in the course injected into the body.
The purpose of the investigation – is to give a comparative evaluation of the gastro toxicity of the compounds PC-66 and PC-199 with diclofenac sodium in their long ketorolac under the introduction in laboratory animals to determine the most promising compounds for the further study. 

Materials and Methods: The experiments have been carried out on 35 female rats weighing 165-210h derived from vivarium from the Vinnitsa National Medical University named after M.I. Pirogov. During the experiment, the animals have been on a traditional diet of the 12-hour mode chiaroscuro and free access to food and water. The tested compounds PC-66 and PC-199 and the comparator drug ketorolac and diclofenac sodium have been administered to the rats for 30 days intraperitoneally (w / v) at daily doses that have been equal to half the number of their ED50 analgesic activity. The control group of the animals has received an equivalent amount of a similar 0.9% sodium chloride solution. On day 31 of the experiment after determining the body weight, the animals have been taken out of the experiment under the ether anesthesia, removed their stomachs and then we have washed them with saline and the gastric mucosa macroscopically evaluated state the following indicators: percentage of the rats in the group with hyperemia and apart from the gastric mucosa, the percentage of the animals with destruction of the gastric mucosa (erosions and ulcers), the average areas of ulcers in points.
The area of ​​ulcers has been evaluated according to the following scale: 

0 - no visible damage; 

1 - the presence of edema or hemorrhage, 

1-3 - small ulcers; 

2 - several (more than 3) small ulcers or ulcers of considerable size 1; 

3 - ulcers of considerable size (diameter 4 mm); 

4 - several large ulcers; 

5 - breakthrough ulcer.
The integral indicator of the gastric mucosa ulcer index (SI) has been calculated by the formula [10] 
 VI = the average degree of ulceration (in points) *% of  the animals with ulcers 

                                                                    100 

We have used 4-oxo derivatives (amino) quinazoline (compound PC-66 and PC 199), synthesized at the Department of Pharmaceutical Chemistry Zaporozhye State Medical University under the guidance of prof. S.I. Kovalenko, ampoule solution of 2.5% diclofenac sodium ("Hemofarm" AD, Serbia) and 0.3% ketorolac ampoule solution under the trade name ketanov ("Ranbaxy Laboratories Limited", India) in the studies. The digital data processed by variation statistics with the definition of t-test by St'yudent [11]. We considered some likely changes at p ≤ 0,05. The data have been shown in the table.
Results and their discussions:

From the data presented in the table we can see that 30-days in / o introduction of the derivetives 4-oxo (amino) quinazoline PC-66 and PC-199 into the healthy rats as diclofenac sodium and ketorolac, at doses that are half the number of ED50 for analgesic activity does not cause mortality of the animals, however, leads to damage of the gastric mucosa varying degrees. In terms of percentage of the animals with hyperemia of the gastric mucosa in experimental animals studied compounds arranged in the following order: diclofenac sodium> ketarolak = PC-199> PC-66. And the biggest indicator of the percentage of the animals with acceptance of the gastric mucosa - in the following order: sodium dyklofeak> PC-199> ketarolak> PC-66. 

At the same time the first place has got the compound PC-199 according to the frequency of ulceration: against ulcers have been observed in 85.7% of the experimental animals. They are followed by the diclofenac and ketorolac: under the influence of the percentage of the animals with ulcers in the group has been 71.4%. The safest in this respect proved to be the Compound PC-66, the background of which the percentage of the animals with ulcers has been 42.8. It should be noted that the rats who continued receiving diclofenac sodium and ketorolac, the mean area of ulcers has been the largest one among the test substances (respectively 5,57 ± 1,6 and 4,0 ± 0,6 points). The lowest value of this index has been registered against the background of the PC-66 (0,86 ± 0,3 points). The magnitude of the ulcer index test compound located in the following order: sodium dyklofenk> ketarolak> PC-199> PC-66.
As for the impact of these substances on the body weight gain in this experiment, it may be noted that the compound PC-66 and ketorolac have virtually no effect on the value of this index, while diclofenac sodium and PC-199 is likely to slow its growth (p≤0, 05). 

Thus, evaluating the results of the study may be noted that among the studied derivatives of 4-oxo (amino) quinazoline compound has the lowest gastro toxicity PC-66, which is more secure than the PC-199 compound. This PC-66 the degree of safety with respect to the gastric mucosa significantly exceeds diclofenac sodium and ketorolac. In this regard, these compounds can be considered as a promising material for the further in-depth study of its pharmacological properties. As the potential analgetics and NSAIMs, competitive with diclofenac sodium and ketorolac. 

Thus, according to the literature [12] the gastro toxicity of NSAIMs and narcotic analgesics are more evident in the presence of the body of inflammation in the joints and elsewhere, in our opinion, it is advisable to investigate further the gastro toxicity of PC-66 adjuvant arthritis model in the rats.
Conclusions:
• The courses (30 days) in / on introduction of  the derivatives 4-oxo (amino) quinazoline PC-66 and PC-199 as well as the sodium diclofenac and ketorolac, at the doses that are half the number of ED50 for the analgesic activity does not cause animals’ mortality, however, leads to the damage of the gastric mucosa of various degrees. 

• The slightest signs of the gastro toxicity inherent the compound PC-66 that the degree of safety with respect to the gastric mucosa dominated the PC-199, diclofenac sodium and ketorolac under similar conditions of the experiment. This compound can be considered as a promising one for the further investigation as an anti-inflammatory and anesthetic method.
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