Real-World Evidence Synthesis on the Sex-related Modifying Effects of
GNAS SNPs on Development of Periprosthetic Osteolysis in Hip Arthroplasty

Wei-Lun Alterovitz!, John Dougherty?, Elaine Thompson?', Hussein Ezzeldin?, Luis Santana-
Quintero!, Mark O Walderhaug?!, Richard Forshee!, Yelizaveta Torosyan?

EDA

1Center for Biologics Evaluation and Research (CBER); 2Center for Devices and Radiological Health (CDRH)

INTRODUCTION

Although hip arthroplasty procedures tend to be
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In summary, this study reinforces the use of our

framework for real-world evidence synthesis

which allows to integrate pre-existing genetic and

epidemiological data and illustrate:

* the role of sexual dimorphism in PO;

* in silico discovery of sex-dependent PO
biomarkers and modifying effects; and

* methodological approaches to development of
cost/time-efficient Precision Medicine
applications for informing the use of medical
products in patient subpopulations.
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FIGURE 3. Comorbidity analysis reveals additional factors such as metabolism-related thyroid

disorders and diabetes that may distinctly affect PO in males vs. females with hip arthroplasty.
Frequencies of selected comorbidities were derived from ICD9/10 codes and normalized by the number of subjects within
each constructed cohort. Statistical significance was assessed using two portion z-test and effect size measurements;

PO _Male vs. PO_Female comparisons with statistically significant differences are shown in bold with respect p-values in red.
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