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Epigenetik faktorler; ¢evresel etkilesimler, fiziksel ve duygusal stres, ilaglar, yaslanma siireci
ve beslenme gibi faktdrleri igerir. Bu faktorler; DNA metilasyonu, histon isaretleme ve mikro
RNA’nin kodlanmasmin 6nlenmesi mekanizmalar: ile iiretilecek enzimleri ve proteinleri
etkileyerek kanser, otoimmiin hastaliklar ve metabolik hastaliklar gibi problemlere yol agabilir.
Oto-immiin bir hastalik olan jiivenil idiopatik artrit (JIA) patogenezinde de epigenetik
faktorlerin rolii arastirilmaya devam etmektedir. JIA ile iligkili belirtilerin genellikle bir
mekanik/duygusal travmayi takiben ortaya ciktigi bilinmektedir. Mekanik stresin entezit
olusumu tizerine etkisi hayvan caligmalarinda ortaya konmustur. Dahast JIA’l1 hastalarda
yapilan caligmalarda obezite/artmis viicut agirligmin inaktif hastaligin elde edilememesi
iizerine etkili oldugu bulunmustur. Artmis viicut agirlig1 yalnizca mekanik stres yaratarak degil
ayni zamanda yag hiicreleri i¢ine konuslanmis makrofajlarin proinflamatuar sitokinler
salgilamasi ile de kronik inflamasyona katkida bulunmaktadir. Sindirim sisteminde bulunan
bakterilerin saglik tizerine etkisi son yillarda ilgi cekmektedir. JIA’11 hastalarm bagirsaklarinda
yararlt bakterilerin oraninin azaldig1 ve patojenik bakterilerin oraninin arttig bildirilmistir. Bu
durum bagirsak epitelinin inflamasyonuna ve gecirgen bagirsak sendromuna neden olabilir.
Gegirgen bagirsak sendromunda normalde bagirsaktan gecemeyecek patojenler dolasima
katilarak sistemik inflamasyon cevabini baglatirlar. Antibiyotiklere iki yasindan once yiksek
oranda maruz kalmanin mikrobiomu degistirebilecegi ve bu durumun JIA gelisimine katkida
bulunabilecegi bildirilmistir. JIA patogenezi agisindan mikrobiomunun cesitlili§ine katkida
bulunabilecek diger faktorlerin de onemli oldugu savunulmaktadir. Yapilan caligmalarda
vajinal dogum yoluyla dogan cocuklar ile sezaryen ile dogan ¢ocuklar agisindan mikrobiomda
degisiklikler saptanmistir. Vajinal yolla dogan ¢ocuklarin annelerinin bagirsaklarina benzer bir
mikrobioma maruz kalirlarken, sezaryen ile dogan ¢ocuklar annelerinin cildindekine benzer bir
mikrobiomla kargilagsmaktadirlar. Anne siitiiniin de bebegin mikrobiomu agisindan 6nemli
oldugundan bahsedilmis, anne siitii ile beslenen JIA tanili ¢cocuklarin daha diisiik hastalik
aktivitesine sahip oldugu belirtilmistir. Diizenli egzersiz (0zellikle aerobik egzersiz) sindirim
sistemindeki organlarin dolasimmi ve oksijenasyonunu artirip bakteriyel cesitlilige katkida
bulunur. Gegirgen bagirsak sendromuna 6zellikle anaerobik bakterilerin yol agtig1 diisiiniiliirse,
bu hastalarda diizenli egzersizin 6nemi vurgulanmalidir. Kronik hastaliklara etkisi bulundugu
diistiniilen diger bir faktor olan D vitamininin eksikliginin JIA’l1 hastalarda daha ytiksek
hastalik aktivitesi ve daha sik iiveit gelistirme riski ile iliskili oldugu saptanmistir. Sonug olarak
JIA’da epigenetik faktdrlerin rolii son yillarda daha iyi anlasilmaya baslanmistir. Bu kapsamda,
hastalik yonetiminin ¢ok disiplinli bir sekilde ele alinmasi hastaliin optimal yonetimi agisindan
elzemdir.
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Epigenetic factors include factors such as environmental interactions, physical/emotional stress,
medications, aging process, and nutrition. These factors may cause problems such as cancer,
autoimmune diseases, and metabolic diseases by affecting the enzymes/proteins to be produced
by the mechanisms of DNA methylation, histone marking, and noncoding micro-RNA. The
role of epigenetic factors in the pathogenesis of juvenile idiopathic arthritis (JIA), an auto-
immune disease, continues to be investigated. It is known that the JIA related symptoms usually
occur following a mechanical/emotional trauma. The effect of mechanical stress on enthesitis
formation was demonstrated in animal studies. Moreover, studies in patients with JIA found
that obesity/increased body weight has an effect on the inability to obtain inactive disease.
Increased body weight not only creates mechanical stress, but also contributes to chronic
inflammation by secreted proinflammatory cytokines by the macrophages located in fat cells.
The effect of bacteria in the digestive system on health has attracted attention in recent years.
It was reported that the rate of beneficial bacteria in the intestines of patients with JIA decreased
and the rate of pathogenic bacteria increased. This may lead to the inflammation of the intestinal
epithelium and leaky gut syndrome. In leaky gut syndrome, pathogens that cannot normally
pass through the intestine enter the circulation and initiate the systemic inflammatory response.
It has been reported that high exposure to antibiotics before the age of two may alter the
microbiome and this may contribute to development of JIA. It was discussed that other factors
that may contribute to the diversity of the microbiome are also important in terms of JIA
pathogenesis. Studies shown changes in the microbiome between children born by vaginal
delivery and children born by caesarean section. The children born vaginally were exposed to
a microbiome similar to their mother's intestines, while the children born by caesarean section
were exposed to a microbiome similar to that of their mothers' skin. It was mentioned that breast
milk is also important for baby's microbiome, and it was stated that children with JIA who are
breastfed have lower disease activity. Regular exercise (especially aerobic exercise) increases
circulation and oxygenation of the digestive system organs and contributes to bacterial
diversity. Considering that especially anaerobic bacteria cause leaky gut syndrome, the
importance of regular exercise should be emphasized in these patients. Vitamin D deficiency,
which is another factor thought to have an effect on chronic diseases, was found to be associated
with higher disease activity and a more frequent risk of developing uveitis in patients with JIA.
In conclusion, the role of epigenetic factors in JIA has been better understood in recent years.
In this context, multidisciplinary disease management is essential for optimal management of
the disease.
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