ON RAPOR

Ailevi Akdeniz Atesi (AAA), tekrarlayan yiiksek ates ile karin, akciger ve eklem agrilariyla
kendini belli eden otoenflamatuar bir hastaliktir. 2017 verilerine gore, Avrupa ve Tirkiye’de
goriilme sikligr 1/200 ve 1/1000 arasinda degismektedir. Tiirkiye’de en az 100.000 Ailevi
Akdeniz Atesi hastasi vardir. Ailevi Akdeniz Atesi hastalifinin tani siireci uzundur ve
iilkemizde tanida gecikme ortalama 8-9 yildir (1). MEFV genindeki mutasyonlar nedeniyle
ortaya ¢ikar. MEFV geni 16. Kromozomda yer alir. Pyrin proteini olarak da bilinen marenostrin
proteinini kodlar. MEFV genindeki mutasyon sonucu pyrin proteinin isleyisi bozulur (2). Islevi
bozulan pyrin proteini, PKN1/2 proteini araciligiyla PYD- bZIP domainleri arasindan fosforile
edilemez ve ASC ve Procaspase-1 (Pro-Casp-1) bolgeye baglanarak inflamasyona sebep olur
(3). Bu calismada, ASC ve Pro-Casp-1’in ise alimini saglayarak inflamasyona sebep olan
NLRP3 proteinin degredasyonu hedeflenir. Bu sayede gerceklesecek inflamasyon onlenebilir.
Hedef mRNA’ya 6zgii tasarlanan antisens olginiikleotidler (ASO) kullanilir ve HEK293 T
hiicrelerine lipozomlar araciligiyla verilir. HEK293 T hiicreleri hiicreleri yiiksek oranda
iiretilebilir ve transfeksiyona belirgin sekilde yanit verebildigi i¢in se¢ilmistir. Hedef mRNA’ya
baglanan ASO’lar RNAseH aktivasyonunu saglayarak hedef proteinin {iretimini azaltir. Bu
caligmanin sonuglarini incelemek amaciyla Western Blot yapilir. Sonugta, hedef protein olan
NLRP3 seviyesinde beklenen azalma goriiliirse hastalara modifiye edilmis HEK293 T

hiicrelerinin in vivo sekilde aktarilmasi planlanmistir.



Kaynaklar
1. Fakiiltesi, P., AD, I., & BD, R. (2017). Say1 Editoriinden. Retrieved 28 September 2021,

from https://www.turkiyeklinikleri.com/article/en-sayi-editorunden-77492.html

2. Onen F. (2006). Familial Mediterranean fever. Rheumatology international, 26(6),
489-496. https://doi.org/10.1007/s00296-005-0074-3

3. Schnappauf, O., Chae, J. J., Kastner, D. L., & Aksentijevich, 1. (2019) The pyrin
inflammasome in health and disease. Frontiers in immunology, 10, 1745.


https://www.turkiyeklinikleri.com/article/en-sayi-editorunden-77492.html
https://doi.org/10.1007/s00296-005-0074-3

PRELIMINARY REPORT

Familial Mediterranean Fever (FMF) is an auto-inflammatory disease which is manifested by
recurrent high fever along with lung, stomach, and joint discomforts. According to 2017 data,
the occurrence of disease in Europe and Turkey varies between 1/200 and 1/1000. There are at
least 100,000 Familial Mediterranean Fever patients in Turkey. The diagnosis process of
familial Mediterranean fever is long and the delay in diagnosis in our country is 8-9 years on
average (1). It occurs due to mutations in the MEFV gene. The MEFV gene is located on
chromosome 16. It encodes the protein marenostrin, also known as the pyrin protein. As a result
of the mutation in the MEFV gene, the functioning of the pyrin protein is disrupted (2). The
dysfunctional pyrin protein cannot be phosphorylated between PYD-bZIP domains via the
PKNZ1/2 protein and binds to the ASC and Procaspase-1 (Pro-Casp-1) region, causing
inflammation (3). In this study, we targeted the degradation of NLRP3 protein, which causes
inflammation by recruiting ASC and Pro-Casp-1. In this way, inflammation can be prevented.
Antisense olginucleotides (ASO) designed specifically for the target mRNA are used and
delivered to HEK293 T cells via liposomes. HEK293 T cells were chosen because they were
highly reproducible and were remarkably responsive to transfection. ASOs that bind to the
target MRNA reduce the production of the target protein by providing RNAseH activation.
Western blot is done to examine the results of this study. In conclusion, in vivo transfer of
modified HEK293 T cells is planned to patients if the expected reduction in the level of the
target protein, NLRP3, is observed.
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