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Table 1 Baseline characteristics of patients with non-metastatic or metastatic
castration-resistant prostate cancer.

All

MO M1

n=68 n=24 n=d44 L valUe
Age, v 0.3444
Median 74 76 74
Interquartile range 69.5-78 68.5-79 70-77.5
ECOG-PS 0.1368
0/1 56 22 34
=2 12 2 10
Gleason score 0.0466
=6 5 4 1
7 11 1 10
=38 48 18 30
Unknown 4 1 3
cT classification 0.0952
T1/2 25 8 17
= T3 41 16 25
Tx 2 0 2
cN classification 0.0037
NO 26 16 10
N1 27 6 21
Nx 15 2 13
cM classification < 0.0001
MO 27 24
Mla 1 0 1
Mlb 36 0 36
Mlc 6 0 6
Median follow—up (months) 61.5 73 53.5 0.0114
No. of death 39 10 29 0.0534
Combined therapy
Bone modifying agents 22 1 21
Chemotherapy 10 2 8
Radiotherapy 1 1 0
Others 1 1 0

Key: ECOG-PS, Eastern Cooperative Oncology Group—performance status
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Table 2 Baseline clinical and laboratory characteristics of patients with non—metastatic or metastatic

castration—resistant prostate cancer.

All

MO

M1

n =68 n=24 n=44 P value
Time to PSA nadir 0.678
< 6 Mo 22 9 13
6-12 Mo 18 5 13
> 12 Mo 27 9 18
Unknown 1 1 0
Reach to PSA < 0.2 ng/ml 0.0057
Yes 23 13 10
No 44 10 34
Unknown 1 1 0
Time to CRPC (months) 0.0001
Median 16 32 12
Interquartile range 10.50-34.50  22.25-43.00 9.00-18.00
PSA-doubling time 0.0008
Median 2.5 4.3 1.7
Interquartile range 1.50-4.38 2.20-7.10 1.30-3.08
Baseline laboratory data
PSA (ng/ml) < 0.0001
Median 133.72 29.28 412.39
Interquartile range 29.08-618.93  16.21-78.45 126.05-1000.05
Testosterone (ng/ml) 0.4642
Median 4.05 4.2 4.05
Interquartile range 2.84-4.84 3.46-4.97 2.46-4.68
ALP (U/L) < 0.0001
Median 308 233 376.5
Interquartile range  211.0-529.0 199.0-285.25  284.0-916.5
LDH (IU/L) 0.0065
Median 202 178 211.5
Interquartile range 177.5-237.5 156.0-217.25 187.5-274.0
Hemoglobin (g/dl) 0.0191
Median 13.15 13.8 12.75
Interquartile range  11.85-14.20  12.65-14.28  11.30-13.95
Lymphocyte-to-neutrophil ratio 0.0652
Median 0.53 0.588 0.496
Interquartile range  0.309-0.692  0.500-0.762  0.290-0.641

Key: CRPC, castration-resistant prostate cancer; PSA, prostate-specific antigen; ALP, alkaline
phosphatase ; LDH, lactic acid dehydrogenase.
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Fig.1 Overall survival rates of non-metastatic or metastatic castration—resistant prostate cancer cohorts calculated from

the date of pathological diagnosis.

Key : MST, median survival time (months); HR, hazard ratio; 95% CI, 95% confidence interval ; MST, median
survival time ; OS, overall survival ; Mo, months.

Table 3 Results of univariate and multivariate analyses of death predictors of castration-resist-
ant prostate cancer on the basis of overall survival durations.

Univariate Multivariate

HR 95% CI P value HR 95% CI P value
ECOG-PS 0.319 0.157-0.650 0.0016
cN classification 2.727 1.229-6.053 0.0136
cM classification 2.695 1.234-5.887 0.0129

Baseline LDH 1.006 1.003-1.010 < 0.0001 1.009 NE 0.0106
Baseline Hb 0.784 0.654-0.939 0.0082

Time to CRPC 0.943 0.915-0.973 0.0002 0.928 NE 0.0145
PSA-DT at CRPC 0.801 0.677-0.946 0.0092
M0O/M1 CRPC 2.671 1.258-5.668 0.0106

Key: HR, hazard ratio; 95% CI, 95% confidence interval ; ECOG-PS, Eastern Cooperative
Oncology Group-performance status,; CRPC, castration-resistant prostate cancer; LDH,
lactic acid dehydrogenase ; Hb, hemoglobin; PSA-DT, PSA-doubling time; NE, not

estimable.
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Fig. 2 Aerobic glycolysis in prostate cancer cells.
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Abstract :

[Background] Castration-resistant prostate cancer (CRPC) remains fatal, with metastasis (M1) believed to
result in a particularly poor outcome. However, precise details are not clear.

[Aims] The primary aims of this study were to determine whether metastasis at CRPC diagnosis affects
overall survival and to identify predictors of survival. The secondary aim was to evaluate the clinical
characteristics of CRPC patients.

[Results] Of the 273 study patients who had received androgen deprivation therapy, 68 developed CRPC
[24 with non—-metastasis (M0) and 44 with M1 disease]. During treatment time, 42% of patients with MO0
and 66% with M1 disease died of cancer. The median survival time was 125 months for M0 and 60.5 months
for M1, while the survival rate at 120 months was 55.3% and 15.4%, respectively. Hazard ratio for death of
M1 to MO was 2.670 (95% confidence interval; 1.258-5.668, P = 0.0106). Median duration from CRPC to
death was 37.0 months for MO and 34.0 months for M1 patients. Multivariable analysis revealed that
Baseline LDH and Time to CRPC were significant independent prognostic factors. The organs most
frequently harboring CRPC metastasis were bones, lymph nodes, lungs, and liver ; invasion of the bladder
and/or ureters also occurred.

[Conclusions] Metastasis at CRPC diagnosis is not a predictor of survival in patients with CRPC, whereas
the metabolic factor of LDH and Time to CRPC factor were found to be independent and significant
predictors of survival from prostate cancer diagnosis. (Nishinihon J. Urol. 83 : 14-21,2021)
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