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(from general to specific)

Abstract

Background: SAGE (serial analysis of gene expression) is a powerful method of analyzing gene expression for the entire
transcriptome. There are currently many well-developed SAGE tools.[However,|the cross-comparison of different tissues is
seldom addressed, thus limiting the identification of common- and tissue-specific tumor markers.

Methodology/Principal Findings: To improve the SAGE mining methods, we propose a novel function for cross-tissue
comparison of SAGE data by combining the mathematical set theory and logic with a unique “"multi-pool method” that
analyzes multiple pools of pair-wise case controls individually. When all the settings are in “inclusion”, the common SAGE
tag sequences are mined. When one tissue type is in “inclusion” and the other types of tissues are not in “inclusion”, the
selected tissue-specific SAGE tag sequences are generated. They are displayed in tags-per-million (TPM) and fold values, as
well as visually displayed in four kinds of scales in a color gradient pattern. In the fold visualization display, the top scores of
the SAGE tag sequences are provided, along with cluster plots. A user-defined matrix file is designed for cross-tissue
comparison by selecting libraries from publically available databases or user-defined libraries.

Conclusions/Significance: The hSAGEing tool provides a combination of friendly cross-tissue analysis and an interface for
comparing SAGE libraries for the first time. Some up- or down-regulated genes with tissue-specific or common tumor
markers and suppressors are identified computationally. The tool is useful and convenient for in silico cancer transcriptomic
studies and is freely available at http://bio.kuas.edu.tw/hSAGEing

Citation: Yang C-H, Chuang L-Y, Shih T-M, Chang H-W (2010) hSAGEing: An Improved SAGE-Based Software for Identification of Human Tissue-Specific or
Common Tumor Markers and Suppressors. PLoS ONE 5(12): e14369. doi:10.1371/journal.pone.0014369
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Abstract Current difficulty Methods/results

The|objective was to perform high-throughput génder identification of three Columbidae specigs (Columba livia, Columba
puichricollis, and Streptopelia tranquebarica)] Although|the chromo-helicase-DNA binding protein (CHD)-based Griffiths P2/P8
primer set resolved the amplicon products of these species in 3% agarose gel electrophoresis, it was unsuitable for molecular
gender identification using the melting curve analysis (MCA) curve for high-throughput analysis] Aftersequencing the CHD-Z and
CHD-W genes for these species, we redesigned a female-specific CHD- W primer (dove-W) and a female/male (or CHD-Z/CHD-
W)-common primer (dove-ZW) to combine with the Griffiths P2 primer to generate two PCR amplicons with different lengths
(P2/dove-W and P2/dove-ZW for 252- and 104-bp, respectively). Melting temperature (Tm) values for P2/dove-W and P2/
dove-ZW amplicons were determined and resolved in MCA at approximately 79.0~79.5 and 77.5 °C, respectively.|Accordingly
females contained two Tm peaks, whereas males contained one. In conclusion, melting curve analysis (MCA) using pur proposed
primer sets was a robust gender identification method for the three Columbidae species tested.

Conclusion
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Dear editors:

The manuscript entitled “YNO1 @ on Cancer Cells" is submitted as "Original Research" to the Journal “@” for the
special issue”@”.

YNO1 is a @-derived drug. However, the anticancer effects of YNO1 in cancer treatment remain unclear, particularly
for its antiproliferation ability and oxidative stress.

This study first validated the effects and mechanisms for antiproliferation of YNO1 in cancer. Of the first time, we
validated YNO1 “preferentially” induced antiproliferation, @ @ @) in cancer cells.

Therefore, for the first time, we provide a detailed understanding of antiproliferation effects and mechanisms of
YNO1 in cancer cells in an oxidative stress-dependent manner.

This manuscript is not under consideration for publication elsewhere. All authors have read and approved the final
manuscript and have no known competing interests.

Best wishes,
@, PhD
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