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Myocardial infarction (MI) is myocardial cell
death due to severe and prolonged ischemia
produced from atherosclerosis-related coronary
artery disease. Ml triggers a cascade of inflammatory
and reparative phases that end withcell necrosis V.
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The study aims to investigate the modulatory
effect of regulating mRNAs translation processes of
myocardial infarction induced with Isoprenaline HCI
100 mg/kg (ISO)¥ by injecting miR-103 inhibitor.

Fighteen mice (15-25 gm) were allocated into three
oroups; Group A (control) received normal saline,
Group B received I1SO only and Group C received ISO
and miR-103 inhibitor.

Mice were sacrificed by cervical dislocation under
Urethane anesthesia. Blood samples were collected for
piochemical analysis of Troponin-l (cTn-l), then the
nearts were isolated and used for measuring mRNA
expression levels of miR-103, FADD, RIPK,
Interleukin-6 (IL-6), in addition to histopathological
examination.

MicroRNA (miR) is non-coding single stranded RNA
that regulates protein expression ©.
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miR-103 regulates expression of Fas-associated
death domain (FADD) which decreases necroptosis of
ischemic myocardium Dy targeting
Receptor-interacting Protein Kinase (RIPK) 2.
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a: significant difference from Normal Control
b: significant difference from Isoprenaline Control

. Figure | Shows normal histological structure of the

Graph Il Fas-associated Death Domain (FADD)
expression in treatment group is significantly
higher than that in 1ISO control group, indicating

Graph IV Receptor Interacting Protein Kinase (RIPK)
significantly reduced in treatment group when
compared to ISO control group, which indicates
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Graph V IL-6 expression was significantly higher in
ISO control group with obvious attenuation in
treatment group, signifying the decrease in

more  protection against necroptosis upon inflammation between the groups.

administration of miR-103 inhibitor.

necroptosis atenuation.

CONCLUDED PHARMACODYNAMICS
miR-103

LULLL M ) | LU, oy
s 111111111 mRNA of FADD

Binding

FADD
Expression

IL-6

RIPK Complex '
Levels

formation

—)

MiR-103 inhibitor

------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

1. Thygesen K, Alpert JS, Jaffe AS, Chaitman BR, Bax JJ, Morrow DA, et al. Fourth universal definition of myocardial infarction (2018). Eur Heart J [Internet]. 2018 Aug 25; Available from:
https://academic.oup.com/eurheartj/advance-article/doi/10.1093/eurheartj/ehy462/507908 1 E
2+ SunT,DongY-H, DuW, ShiC-Y, Wang K, Tarig M-A, et al. The Role of MicroRNAs in Myocardial Infarction: From Molecular Mechanism to Clinical Application. Int J Mol Sci [Internet]. 2017 Mar 31 ;18(4):745. Available from:
http://www.mdpi.com/1422-0067/18/4/745 ;
3+ Wang J-X, Zhang X-J, Li Q, Wang K, Wang Y, Jiao J-Q, et al. MicroRNA-103/107 Regulate Programmed Necrosis and Myocardial Ischemia/Repertusion Injury Through Targeting FADD. Circ Res [Internet]. 2015 Jul 31;
117(4):352-63. Available from: http://www.ncbi.nlm.nih.gov/pubmed/26038570 '
4. Siddiqui M, Akhtar J, Siddiqui H, Ahmad U. Isoprenaline: A tool for inducing myocardial infarction in experimental animal. Int J Res Rev Pharm Appl Sci. 2016;6(1):1318-26.

---------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------



