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Myocardial infarction is amultifactorial and polygenic disorder thought to result [ ] REMOTE ZONE INFARCT ZONE REMOTE
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myocardial compensation and remodeling process. The goal of the present study is Transcription 2
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ligation study. Ten animals were
sacrificed 24 hours and 28 days
post-surgery for tissue harvest to
obtain an expression profile of
theinfarction process allotting
for definitive remodeling to take
place. Ten animals underwent a sham operation where the artery was isolated but
not ligated in order to serve as experimental controls upon sacrifice 28 days later.
At sacrifice, myocardial tissue from the left ventricle was immediately dissected
in approximately 2-100mg sections and flash frozen in liquid nitrogen for subse-
quent RNA purification. The two dissected regions were derived from the infarct
zone (cardiac apex region) and the tissue adjacent to the infarct region (remote
region). Confirmation of the presence and degree of infarction was performed by
visual inspection during post-mortem dissection.
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RNA purification was performed using TRIzol reagent (Life Technologies,
Gaithersburg,MD) with yields of 100-200 ug of total RNA/100 mg of heart tissue.
Total RNA was analyzed to determine that purity met the standards for biochip
analysis phasei.e., O.D. 260/280 > 1.8, DNA contamination <5%, and minimal
degradation as determined by Agilent Bioanalyzer 2100 electrophoretogram.

Microarrays and Analysis

Analysis of MRNA expression levels was performed using RNA oligonucleotide
microarrays (Rat 10K Uniset 1, Codelink Microarray System, Amersham Corp.,
Piscataway, NJ). Preparation of microarrays utilized the Codelink Target
Preparation Protocol. Statistical analysis of the gene expression data employed the
Significance Analysis of Microarrays (SAM). Normalization by subtraction of
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CONCLUSIONS

¢ Compensation begins rapidly among 50% survival group.

* |Infarct zone demonstrates consistent recovery process.

* Metabolic energy derived predominantly from lipid metabolism.
* Active detoxification/antioxidative genes activated early.

Immediate and extended transcriptional activation and ongoing signal
transduction processes.

* Extensive proliferation throughout recovery.
Database of infarct related ESTs established.



