ABSTRAKT

Revmatologicka onemocnéni byvaji chronicka, bolestiva a do uréité miry invalidizujici.
Porozuméni mechanismiim jejich patogeneze je zatim velmi nelplné. Hyper-reaktivni
imunitni systém a porucha autotolerance jsou ziejmé¢ doplnény lokéalnimi faktory, které
zpusobi, Ze nékteré klouby/svaly byvaji postizené vice a jiné méné. Ve je vysledkem slozité
sit¢ interakci mezi imunitnimi bunkami, kloubnimi fibroblasty, chondrocyty, osteocyty,
myocyty a dal$Simi bunikami.

V ptedlozené dizertacni praci jsem se zaméfila na tfi molekuldrni aspekty patogeneze
revmatologickych onemocnéni: regulaéni RNA, S100 proteiny a autoprotilatky. V teoretické
Casti jsem shrnula, co je znamo o vzniku, funkci a vyznamu téchto molekul v revmatologii.
Ve vyzkumné c¢asti predkladam Sest origindlnich publikaci a jedno review o roli téchto

molekul pii vyvoji revmatoidni artritidy (RA) a idiopatické zanétlivé myopatie (IZM).

Mezi hlavni vysledky prace patii studie popisujici expresi PIWI-interagujicich RNA (piRNA)
v synovialnich fibroblastech pacienti SRA. piRNA jsou malé regulatni RNA, které
v komplexu s PIWIL proteiny reguluji genovou expresi a tlumi transpozomy. Exprese piRNA
molekul byla dlouho povazovana za vyhradni vlastnost zdrode¢nych a nadorovych bunc¢k. My
jsme detekovali 268 piRNA molekul v RA synovialnich fibroblastech (SF), a popsali jejich
deregulaci v porovnani se SF od pacientli s osteoartrozou. Dale popisujeme piitomnost
PIWIL4 proteinu v jadie synovialnich fibroblastli a jeho regulaci prozanétlivymi cytokiny a
TLR-ligandy. V dalSich studiich jsme zkoumali mozné vyuziti cirkulujicich mikroRNA jako
biomarker u IZM a S100A8/9 jako biomarkeru u casné RA. Pii vyzkumu role S100A4
proteinu zvaného metastazin se nabizela souvislost s malignitou u pacientt s IZM (tzv. cancer
associated myositis). Tuto jsme vSak nepotvrdili, popsali jsme ale pickvapivou korelaci
sérovych hladin S100A4 s aktivitou zakladniho onemocnéni. Vysledky stanoveni
autoprotilatek metodou radioimunoprecipitace byly vyuZity pro popisnou studii o
autoprotilatkovych asociacich a klinické podobé¢ artritidy jako symptomu IZM a déle pro

zpravu o stoupajici incidenci imunitné podminéné nekrotizujici myopatie.

Vysledky této prace by mély piispét k lepSimu pochopeni patogeneze muskuloskeletalnich

onemocnéni a zlepSeni jejich 1éCby.

Kli¢ova slova:
Revmatoidni artritida, myozitida, miRNA, piRNA, S100 proteiny, autoprotilatky



	3.4. S100A4 in IIM
	Patients and laboratory measurements A total of 104 patients with IIM (43 DM, 39 PM and 22 CAM) and 77 healthy controls were enrolled in the study. Serum S100A4 concentrations were measured by ELISA according to the manufacturer´s protocol [26].
	Statistical analyses The data were described as median (IQR) if variables were not normally distributed and as mean (SD) if normally distributed. The Kruskal-Wallis test and corresponding post-hoc analysis and Mann-Whitney test were conducted for comp...
	3.5.  S100A8/9 and S100A12 in recent-onset RA
	Patients and clinical examination A total of 43 patients with recent onset RA were enrolled in the study. Symptom duration was less than 6 months and patients were treatment naïve at baseline. Disease activity was assessed at the baseline and after 3 ...
	2015_10_14 Autoreferát reference.pdf
	3.4. S100A4 in IIM
	Patients and laboratory measurements A total of 104 patients with IIM (43 DM, 39 PM and 22 CAM) and 77 healthy controls were enrolled in the study. Serum S100A4 concentrations were measured by ELISA according to the manufacturer´s protocol [26].
	Statistical analyses The data were described as median (IQR) if variables were not normally distributed and as mean (SD) if normally distributed. The Kruskal-Wallis test and corresponding post-hoc analysis and Mann-Whitney test were conducted for comp...
	3.5.  S100A8/9 and S100A12 in recent-onset RA
	Patients and clinical examination A total of 43 patients with recent onset RA were enrolled in the study. Symptom duration was less than 6 months and patients were treatment naïve at baseline. Disease activity was assessed at the baseline and after 3 ...




