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mi-RNA

19-23 nikleotid uzunlugunda
Hlcre ici genetik bilginin islenmesi,
dizenlenmesinde anahtar rolt olan

Hucre proliferasyonu, farklilasmasi,
apoptoz mekanizmalarini etkileyen

Endojen mRNA transkriptlerine etkili
Protein kodlamayan kisa RNA dizileri



Cekirdekte
=RNA polimeraz II tarafindan pri-miRNA (700 nukleotid)

=RNAz III enzim ailesine ait Drosha (transkripsiyon sonrasi endonukleaz
aktivitesi ile keser) pre-miRNA (sac tokasi) olusur (70-100 nukleotit)

Sitoplazmada
=pre-miRNA Dicer enzimi (ATP’ye bagl helikaz) ile ds miRNA olusur
=Kararl iplikcik RISC’e dahil olur (RNA inducing silencing complex)
= miRNA’ya baglanarak tranlasyon inhibisyonu ya da
= mRNA yikimi
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HBV-HSK-miRNA







HBV-HSK-mIiRNA

« Connolly E, The American Journal of Pathology,
2008, Cin

e 19 HBV-HSK
e 19 saglikh verici dokusu
e MiR-17-92 (polisistron) ekspresyon artisi

« miR-17-5p, miR-18a, miR-19a, miR-19b, miR-20a, miR-92a-1
« Tumor baskilayicilarini engellerler
e MiR-21

« Apopitoz inhibe olur
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HBV-HSK-mIRNA

e LiuY, PLoS One, 2012 Cin

e 2006-2010

e Serum oOrnekleri

e 1300 HBV pozitif HSK

e 1344 taslyici

e 1344 sp.remisyon

e MiR-106b-25 genetik varyant profili
« Kronik HBV'ye karsi koruyucu
« Kronik HBV’'de artan HSK riski

Farkli hastalik evrelerinde farkl etki
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e KC miR havuzunun %60’

e Eriskin karacigerinde hepatosit basina yaklasik 66.000 kopya
e Hepatosit fenotipini belirlemede

e KC fonksiyonlari, lipid-kolesterol metabolizmasinda 6nemli
e HCV 5'UTR’'de miR-122 kismi komplementer dizi

o Mutlak gerekli olmasa da HCV RNA toplanmasini arttirir

e miR-122 HBV pre-genomik RNA’ya baglanarak polimeraz ve
cekirdek protein ekspresyonunu azaltir

Insan genomunda miR-7, miR196/b, miR-205, miR-345, miR-
433, miR-511, miR-122’lerin HBV genomunda karsiligi var
Replikasyon‘da onemi?!
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e Oksliz Z, Serin MS, D6gen A, Kaplan E, Tezcan S,
Aslan G, Emekdas G, Sezgin O, Altintas E, Tiftik
EN”.

e Serum/Plazma miR-223-3p, miR-17-5p ve miR-
24-3p ekspresyon profilleri

e KHC, Siroz ve HSK'll hastalarda HSK'nin non-
invaziv gosterge olabilecek potansiyelde

e 9, Ulusal Hepatoloji Kongresi, 28 Mayis-1 Haziran
2013, Bildiri Kitabi
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2016 Hepatitis B virus: Global view
MicroRNAs as possible biomarkers for diagnosis and
prognosis of hepatitis B- and C-related-hepatocellular-

carcinoma

Sirio Fiorino, Maria Letizia Bacchi-Reggiani, Michela Visani, Giorgia Acquaviva, Adele Fornelli, Michele Masett,
Andrea Tura, Fabio Grizzi, Matteo Zanello, Laura Mastrangelo, Raffaele Lombardi, Luca Di Tommaso, Arrigo Bondi,
Sergio Sabbatani, Andrea Domanico, Carlo Fabbri, Paolo Leandri, Annalisa Pession, Elio Jovine, Dario de Biase

Table 2 miRNA observed deregulated in studies enrolling hepatocellular carcinoma patients with hepatitis B virus-related infection
in at least three papers

Gao P, Hepatology, 2011
Li ], Biochentical and Biopliysical Research Communications, 2011
Li'T, Oncology Reports, 2014
Li W, Int | Cancer, 2008
Wen Y, Int | Cancer, 2015
Zhang 77, WIG, 2011
Tissue (4), serum (1) Bandopadhyay M, BMC Cancer, 2014
Connolly E, The American Journal of Pathology, 2008
Gao P, Hepatology, 2011
Li T, Oncology Reports, 2014
Xu J, Molecular Carcinogenesis, 2011
Tissue (3), serum (1) Li W, Int | Cancer, 2008
Qi P, PLoS One, 2011
Zhang 77, WIG, 2011
Wen Y, Int | Cancer, 2015
Li LM, Cancer Research, 2010
Qi P, PLoS One, 2011
Xing T, Genetics and Molecular Research, 2014
Xu J, Molecular Carcinogenesis, 2011
Gao P, Hepatology, 2011
Gui J, Clinieal Science, 2011
Li W, Int | Cancer, 2008
Zhang 77, W|G, 2011
Fu Y, Oncol Letters, 2013
Li W, Int | Cancer, 2008
Xie Y, Cancer Biology and Therapy, 2014
Zhang 7Z, WIG, 2011
Tissue (2), serum (1) Li L, Digestive Diseases amd Sciences, 2012
Li W, Int | Cancer, 2008
Zhang 77, WG, 2011
Serum (3) Li LM, Cancer Research, 2010
Qi P, PLoS One, 2011

Xu J, Molecular Carcinogenesis, 2011

miR-21: in one paper by Zhou [Zhou ], | Clin Oncol 2011] starting from ples, miR-21 was observed as down-regulated; *miR-222: in one paper

Bandopadhyay [Bandopadhyay M, BMC Cancer 2014] starting from tissue samples, miR-222 was observed as down-regulated; *miR-122a: in two papers
by Tan et al and Zhou et al [Tan Y, PLoS One 2014; Zhou J, | Clin Oncol 2011] both starting from serum samples, miR-122 was observed as down-regulated;
'miR-101: in paper by Fu et al, miR-101 was observed as down-regulated in tissue but up-regulated in serum [Fu Y, Oncol Letters 2013].
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miRMNA Type of deregulation (number of papers) Type of Sample {(number of papers) Ref.
miR-130a Downregulated (4) Tissue (4) Gramantieri L, Cancer Research, 2007

Diaz G, Int | Cancer, 2013
Chung GE, Oncol Rep, 2010

Oksuz Z, Mal Biol Rep, 2015
miR-21 Upregulated (3) Tissue (2), serum (1) Ladeiro Y, Hepatology, 2008

Salvi A, Intern | Oncol, 2012

Tomimaru Y, | Hepatol, 2011
miR-224 Upregulated (3) Tissue (3) Diaz G, Int | Cancer, 2013

Ladeiro Y, Hepatology, 2008
Murakami Y, Oncogene, 2006
miR-195 Downregulated (3) Tissue (3) Gramantieri L, Cancer Resenrch, 2007
Diaz G, Int | Cancer, 2013
Chung GE, Oncol Rep, 2010




Sonuc

e MiRNA’lar erken tani, evrelendirme,
prognoz acisindan gucld olasilikla gosterge

e Noninvaziv
e Tarama testi icin uygun
- Kolay
- Ucuz
- Isi1, pH degisikliklerine
— Uzun donem arsive dayanikli



e YOntem ve duyarliliklari
- RT-PCR, mikroarray, YND
e Biyopsi ve cerrahi islemler sonrasi,

e Karsinojenik sitrecte degisen miRNA
profilleri (farkl evrelerde farkli miRNA ve
farkli ekspresyonlar)

e Uygun biyolojik 6rnek?
—idrar, doku, kan, serum, plazma....
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