Development of a clinical implementation plan (CarePath) for a novel urine exosome gene expression
assay as part of a two-cohort, adaptive decision impact utility trial
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Introduction:

The ability to discriminate indolent from clinically significant prostate cancer (PCa) in the initial biopsy

setting remains an important health issue. In Phase 1 of a prospective decision impact trial we conducted
a 503 patient second independent validation study (Cohort 1) and assessed performance of the ExoDx
Prostate(IntelliScore) (EPI) urine exosome test (Figure 1) for discriminating Grade group (GG) = 2 from
GG1 PCa and benign disease on initial biopsy. We then convened an expert panel to review these results
and developed a clinical implementation EPlI guidance document (i.e. CarePath) for a second patient
cohort (Cohort 2) (Figure 2) where EPI results are provided during the initial biopsy decision process [1].
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Figure 1: Schematic overview of the ExoDx™ Prostate(IntelliScore) (EPI) assay.

Methods:

A panel of clinicians and risk modeling experts compared the area under the receiver operating
characteristic curve (AUC), negative predictive value (NPV), sensitivity, and specificity of cohort 1 EPI
outcomes (N=503) with previous validation results (N=519) for both the validated and alternative EPI cut-

points of 15.6 and 20. The group compared EPI cut-point performances in a derived pooled cohort (N=1022:
Cohort 1 N=503 + previous validation N=519).
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Figure 2: Schematic overview of the adaptive, prospective clincial trial design. After completion of phase 1, a panel of clinicians and risk
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modeling experts convened at a Consensus Conference to review the performance of the EPI test and compare with previous validation study
results using both the validated and alternative cut-points of 15.6 and 20, respectively.

Results:

Expert consensus confirmed comparable performances for discriminating GG2 PCa or greater from benign
and GG1 PCa disease in Cohort 1 (EPI AUC 0.70) (Figure 3({)), with the original validation cohort (EPI AUC
0.71) and in the pooled cohort (EPI AUC 0.70) (Figure 3)). Using the previously validated cut-point of 15.6
(or alternative 20) would avoid 26% (or 40%) of unnecessary prostate biopsies and 20% (or 31%) of total

biopsies, with an NPV of 89% for both cut-points, and missing only 7% (or 11%) of =GG3, respectively.
Results were also comparable for the pooled cohort.
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Table 1: Demographics & Performance
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Pooled Cohort

Cohort Size 503 1022
Age (Median) 64 years 63 years E ™
PSA (Median) 5.4 ng/mL 5.3 ng/mL XO DX
African American 14 1% 15.5% Prostate(lntelliScore)
Familyhistory - Yes 14.3% 18.5%
The Consensus CarePath Meeting Attendees agreed:
EPI Cutpoint Validated (15.6) Alternative (20) Validated (15.6) Alternative (20) ® The EPI test is to be utilized at the original validated cut-point of 15.6
Prevalence HGPCa 31.4% 31.4% 29.9% 29.9% ® Patients with an EPI score <15.6 are considered low risk for having HGPCa (=GG2)
Biopsies Avoided 20.1% 30.8% 23.4% 33.8% | | | | | |
Sensitivity 93 0% 39 20 92 59, 38 29, ® Patients with an EPI score =15.6 are considered high risk for having HGPCa (=GG2)
Specificity 26.1% 40.0% 30.2% 4329, ® EPIl is designed to be used in conjunction with standard of care prognostic information
NPV 89.1% 89.0% 90.4% 89.6%

Y ¥ ¥ ¥ ¥ ¥ ¥ ¥ ¥

Figure 3: After completion of Phase 1 the results were reviewed in combination with previously developed validation data, separately and in a Phase 2

pooled analysis of all N=1022 subjects.
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