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We performed a gene screening based on in silico analysis of retinoic acid respons
e elements (RARES) to identify the genes facilitating the antitumor activity of retinoic acid (RA) and in
vestigated their clinical significance in hepatocellular carcinoma (HCC). We identified 201 candidate gene
s with promoter regions containing consensus RARE and finally selected 26 RAresponsive genes. Of these, do
wnregulation of OTU domain-containing 7B (OTUD7B) gene, which was upregulated by ATRA, in tumor tissue was
associated with a low cancer-specific survival of HCC patients. Functional analyses revealed that OTUD7B
negatively regulates nuclear factor jB (NF-jB) signaling and decreases the survival of HCC cells. We ident
ified RA-responsive genes which are regulated by retinoid signal and found that low-OTUD7B mRNA expression
is associated with a poor prognosis for HCC patients. OTUD7B-mediated inhibition of NF-jB signaling may b
e an effective target for antitumor therapy for HCC.
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Indepemedentvariables HR (95%C1) P Value

Overall Survival
Albumin 0.425(0.263-0.686) 0.001

Vp 2.093(1.333-3.286) 0.001
Cancer-specific Survival

Diabetes mellitus 2.474(1.134-5.396) 0.023

\LP 1.002(1.001-1.003) 0.004

Al
Tumornumber (Mt) ~ 2.096 (1.087-4.043)  0.027

Vp 1.993(1.030-3.854)  0.040
OTUD78B (tumor) 0.493(0.262-0.928) 0.028
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