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Analysis for ?cholygis—related genes as potential therapeutic targets in clear
cell renal cell carcinoma

NAGAO, Kazuhiro
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To identify potential targets in clear cell renal cell carcinoma (ccRCC), we
performed an experiment to confirm the significance of FABP7 as a potential target and marker in ccRCC.
Our immunohistochemical analysis showed that higher FABP7 expression was significantly correlated with
distant metastasis and poor cancer-specific survival in ccRCC. Functional suppression of FABP7 resulted
in significant growth inhibition and significant reduction of the invasive potential of a ccRCC cell
line. Functional suppression of FABP6 resulted in significant growth inhibition and significant reduction
of the invasive potential of another ccRCC cell line.

FABP7 and 6 could be a potential therapeutic target and diagnostic marker in metastatic ccRCC.

FABP renal cell carcinoma therapeutic target marker
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Results of transcriptome analysis
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Gene Total | Fold-Change | Fold-Change | Fold-Change | Fold-Change | Meta NK RCC
Symbol Probes | RCCvs. NK [RCCMeta vs. NK| RCCvs. Meta | NKvs. Meta | (21log value) | (2o vahue) | (21log value)
ca9 9 19,61 1636 144 13,65 814 437 366
NDUFAL2 | 90 3838 36,06 113 3387 1034 526 1052
EGLN3 PHD3) | 296 | 1557 1439 117 1331 923 550 946
FABP7 40 94,62 10044 113 -106.61 994 320 977
SLCI6A3 (MCT4) | 163 9,62 836 132 227 778 492 819
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Increased glucose uptake and accumulation of lactate, even under normoxic
conditions (i.e., aerobic glycolysis or the Warburg Effect), is a common feature
of cancer cells (Warburg O. Science 1956).
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FABP7 Immunohistochemistry
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Representative cases of different THC staining intensity are shown.

Definition of staining intensity was low as 1, intermediate as 2, high as 3, and high (suclear stain) as 4 points.

‘We scored FABP7 staining index based on the staining intensity and number of cells (500 cancer cells case).

FABP?7 staining index of each case was calculated by the formula; (Staining intensity 1, 2, 3 and 4) x cell counts / S00 cells.
Vertical lines shows FABP? staining index. Eleven is the mean value of the index in 40 cases.

Horizontal line shows the number of the cases.

Clinicopathological parameters and FABP7 expression
-IHC staining-

* Higher FABP7 expression was significantly correlated with distant
metastasis, hypercalcemia, and poor cancer-specific survival.
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Cell Viability Assay (MTT Assay)

* MTT assay showed functional suppression of FABP7 resulted in
significant growth inhibition in a ccRCC cell line with FABP7
overexpression.
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Invasion Assay (Matrigel Invasion Assay)

* FABP7 knock-down correlated with less invasive feature in SKRC10.
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COMPREHENSIVE MOLECULAR CHARACTERIZATION OF
CLEAR CELL RENAL CELL CARCINOMA
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Gene T/N Tumor Normal
FABP1[2168 0.04 605588 14528517
FABP2[2169 0.17 6465 37070
FABP3|2170 0.69 13401684 19556421
FABP4[2167 0.65 1330864 2052261
FABP5[2171 3.96 938428 236739
FABP6|2172 73.43 4804806 65430
FABP7/2173 69.74 56445770 809368
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