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are seen as the emerging social institution of modern society. Bioethical committees 
are created in hospitals, research institutions. The committee consists of doctors, 
specialists in biomedical ethics, theologians, lawyers, psychologists and other 
specialists capable of assessing bioethical problems and taking fully-informed 
decisions on specific issues. The recommendations of bioethical committees are 
mandatory. 
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Psoriasis is one of the most urgent and complex problems of modern 
dermatology. It is characterized by patches of abnormal skin. The search for safe drug 
for the treatment of psoriasis, an objective assessment of toxicity and the long-term 
consequences of drugs that affect the life of patients is a necessary task of modern 
medicine. Genetic studies of single nucleotide polymorphisms (SNP) of genes of 
candidates for the development of psoriasis, taking into account pharmacologically, 
reveals the possibility of extrapolating biotesting data to predict the maximum 
clinical effect and to minimize adverse reactions. This will be the basis for targeted 
individualized pathogenetic therapy of patients. 

It is well known that interindividual variability can affect the response to many 
drugs in relation to age, gender, diet, and organ function. Methotrexate (MTX) is a 
folate inhibitor that is used successfully in treating a great variety of malignancies 
and autoimmune diseases. However, there are certain drawbacks to its use, as a 
significant percentage of patients do not respond to the therapy or develop serious 
adverse effects. For individual genes folate metabolism are showed ethnic and 
geographical features of the distribution of frequencies of alleles and genotypes, so 
one-carbon metabolism genes studies actually carried out in each specific population.  

To date, it became necessary pharmacogenetic studies the properties of 
methotrexate in the Ukrainian population, which may allow to develop an effective 
and targeted therapeutic strategy. 

This work aims to evaluate the influence of SNPs in gene MTHFR on the 
occurrence of response to MTX in Ukrainian psoriasis patients. 

The study group included 85 unrelated Ukrainian patients with arthropathic and 
vulgaris psoriasis. Stratification of psoriatic patients by genotype (C677T of MTHFR 
gene) witnessed the prevalence of heterozygotes CC and homozygotes CT compared 
with TT homozygotes (respectively, 31, 47 and 7 persons). A similar situation was 
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observed when considering genotypes for a polymorphic variant A1298C of gene 
MTHFR, where the prevalence of AA homozygotes and heterozygotes AC was 
observed in comparison with the CC homozygotes (respectively, 36, 33 and 8 
people). Investigation of single nucleotide polymorphisms C677T, A1298C gene 
MTHFR is showed that the allele frequency of SNPs for the sample of patients in 
general, is follows: pc = 0.64 and qT = 0.36, pA = 0.68 and qc = 0.32, respectively. For 
artropatic psoriasis allele frequencies were follows: pc = 0.67, qT = 0.33, pA= 0.69 and 
qc = 0.31, for the vulgaris psoriasis: pc = 0.63, qT = 0.37, pA= 0.68 and qc = 0.32. 
Statistically significant differences between the forms of psoriasis over the 
frequencies of alleles were not found. The group of patients with psoriasis is shown 
significant deviation in the genotype frequencies from Hardy-Weinberg equilibrium 
for polymorphic variants C677T gene MTHFR for all groups of patients (χ2=7.21, 
df=2, p<0.027). For heterozygous C677T likely to develop psoriasis increased by 2 
times (OR = 2,39, 95% CI 1,24-4.42, p <0.05) than the average in the population. 

Noteworthy is the fact that the maximum difference in the content of ALT 
before (0.54 ± 0.04) and after (0.68 ± 0.05) treatment was found in the group of 
patients with CT genotype on C677T polymorphism of MTHFR gene who received 
methotrexate (p <0,03). A similar situation exists concerning the AST enzyme, the 
maximum difference in the content of which is observed before (0,36 ± 0.02) and 
after (0.45 ± 0.05) the treatment in a group of patients with CT genotype on C677T 
polymorphism of MTHFR gene who received methotrexate (p <0,05). Thus, the 
analysis of transaminases content dynamics during the treatment allows to make the 
following generalization: the enzyme activity before the therapy in the groups studied 
was comparable (p> 0,05); after the treatment in the group of patients, carriers of CT 
genotype on C677T polymorphism of MTHFR gene, who received methotrexate, the 
increased activity of transaminases was observed. Significant increase of 
transaminases content in the treatment by methotrexate may serve as an objective, 
direct proof of its hepatotoxicity. Levels of transaminases content in patients with 
A1298C polymorphism of MTHFR gene are comparable by the levels among the 
different genotypes carriers. Also the difference in the activity of enzymes before and 
after methotrexate therapy in studied groups on A1298C polymorphism of MTHFR 
gene was not found (p> 0,05). It was found that the polymorphism at position 677 in 
the MTHFR gene may be responsible for a different clinical response to methotrexate 
in patients with psoriasis. The CC genotype of the gene may be a marker of a positive 
or neutral effect of the therapy, while the CT genotype carriers showed low efficacy 
of the therapy applied. Analysis of single nucleotide polymorphism C677T of 
MTHFR gene showed that in the group of "non-responders" to the treatment carriers 
of the T allele were significantly more commonly detected.  

The use of a personalized approach to the choice of method of treatment of 
psoriasis patients allows for more efficient delivery of health services to the 
population and rationally expenditure of material resources. To select the optimal 
individual algorithm preventive treatment of psoriasis need to curative and preventive 
measures have been adjusted to reflect the genetic characteristics of the patient. 
Orientation practitioner for a specific pathogenetic link will reduce time recruiting 
effective drug, the dose and thus minimize the side effects of drugs. 


