Evaluation of a predefined active surveillance threshold in a large cohort of men
with localized prostate cancer
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BACKGROUND

Men with newly diagnosed, localized prostate cancer (PC)
have historically been selected for active surveillance (AS)
using clinicopathologic features.

However, a clinical cell-cycle risk (CCR) score has been
developed to include both molecular [cell cycle progression
(CCP) RNA signature] and clinical [Cancer of the Prostate
Risk Assessment (CAPRA")] features.?

Previous validations have demonstrated that this combined
CCR score provides improved prognostic information
relative to molecular or clinical features alone.

As such, a CCR threshold score has been recently
developed and validated to identify men with low-risk
disease who may be candidates for AS.*

Here, we have evaluated the performance of the AS
threshold for discriminating risk of biochemical recurrence
(BCR), metastatic disease, and disease-specific mortality
iIn a contemporary cohort of men with newly diagnosed
localized PC.

METHODS

COHORT
Men with localized adenocarcinoma of the prostate who
were treated at the Ochsner Clinic between 2006 and 2011
(4 patients were diagnosed in 2012-2014) were evaluated.

MOLECULAR TESTING

Formalin—fixed paraffin embedded biopsy tissue was analyzed
for the RNA expression of 46 genes (31 CCP genes and 15
housekeeping genes) to obtain a CCP score.*

The CCR score was calculated as (0.57xCCP) +
(0.39xCAPRA).?

A CCR score threshold of 0.8 has been previously validated
in a cohort of conservatively managed men.’

STATISTICAL ANALYSIS

Men with a CCR score equal to the threshold had an
estimated 10—-year disease—specific mortality risk of 3.3%,
while men with scores below the threshold had a 2.7% risk.

All patients were censored at 7 years from initial diagnosis date.
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Complete molecular and clinical information were available
for 767 men with a median clinical follow—-up time of 5.2 years
measured from date of diagnosis.

217 men had CCR scores < 0.8 (Table 1).

Of these, 125 were treated by radical prostatectomy,

61 with radiation, 2 with radiation with hormones, 2 with
hormones only, and 19 with watchful waiting. Treatment
for eight men were unknown.

One patient (0.5%) with a CCR score below the AS
threshold progressed to metastatic disease, and was Iinitially
treated with radiation (Figure 1).

Table 1. AUA Risk Category among Men with CCR Scores
Below Threshold (n=217)

AUA category N %
Low * 181 * 83.4
Intermediate 31 14.3
High 5 2.3

Figure 1. 7-year Prostate Cancer Metastasis Risk (N=767)
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RESULTS

Figure 2. 7-year Prostate Cancer BCR Risk (N=764%)
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*1 man below threshold and 2 above threshold were missing BCR event information

Figure 3. 7-year Prostate Cancer BCR Risk by CCR
Threshold and AUA Category
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Figure 4. 7-year Prostate Cancer Death Risk (N=767)
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Seven patient (3.2%) with a CCR score below the AS threshold
experienced BCR, and were initially treated with prostatectomy
(Figures 2 and 3).

Kaplan-Meier plot for each AUA category is not
generated for prostate cancer mortality and metastasis
endpoints due to small event rate.

There were no prostate-cancer specific deaths among men
with scores below the threshold (Figure 4).

CONCLUSIONS

We evaluated the performance of a previously validated AS
threshold on a contemporary US cohort.

The observed adverse event risk estimates in this cohort are In
line with the established risk estimates from previous studies.

The CCR threshold can be used safely to identify candidates
for active survelillance in treated patients.
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