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PURPOSE RESU LT(S) Of the 13 NAb-positive subjects, 84.6% were positive for TAb confirmation,

and the sensitivity of the TAb assay was therefore 84.6%. Of the 23 NAb-
Assay Validation Results negative individuals, 95.7% were confirmed negative for TAb, and the
specificity of the TAb assay for prediction was 95.7% (Table 2). Overall
percentage agreement was 91.7% (Table 3), indicating a high concordance
between AAV8 TAb confirmatory assay and NAb assay.

Pre-existing antibodies to AAV exist in certain human subjects and these antibodies
may impact the effectiveness of AAV gene therapy. Thus, patients are usually
screened for pre-existing AAV antibodies with a transduction inhibition assay (Tl
assay) to detect neutralizing antibodies at entry. However, the Tl assay is a cell-
based assay and it is technically challenging to conduct. Using AAV8 as an example

A total of 36 normal individual human serum samples were employed for assay cut point
evaluation. The TAb screening cut point factor was determined to be 1.23 based on 5%
false positive rate, and the confirmatory cut point was 17.13% based on 1% false positive
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, Based on these results, it is reasonable to use the TAb confirmation assay in
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Tt et No Reporter Signal (NAb positive). TAb and NAb assay results were compared as shown in Figure 2. In 36
normal subjects, 13 subjects (36.1%) were NAb-positive and subjects (63.9%) were NAb-

negative.
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