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Abstract Objective: To study a family with Von Hippel-Lindau( VHL) disease with a rare co-variation in
VHL and TP53. Methods: The clinical data were collected. The Whole-exome sequencing( WES) and Sanger se-
quencing were conducted in this family and bioinformatics analysis were performed. Variations were interpreted
and hematoxylin and eosin(H&.E) staining of adrenal mass was carried out to evaluate the affected cases. Results:
Bilateral adrenal mass and a bladder mass were detected in the proband without typical clinical manifestation of
pheochromocytoma. Bilateral adrenal masses were detected in the son of the proband with elevated norepinephrine
and paroxysmal sweating. Genetic analysis revealed a rare co-variations in VHL c. 491A>G (p. GIn164Arg) and
TP53 c. 91G>A(p. Val31llle) which were deemed pathogenic and uncertain significance, respectively. Conclusion:
We identified a rare co-variation of VHL and TP53 in a family with VHL disease, presenting a distinct biomedical
and clinical phenotype. Therefore, our study contributes to expanding the knowledge of variations in VHL and
TP53 as well as providing new insights into the etiology of VHL disease. Further research is needed to better un-
derstand the synergistic effect of co-variations of VHL and TP53.

Key words Von Hippel-Lindau disease; TP53; clinical phenotype; geneticvariability
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