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Efficacy and Prognostic Factors of Docetaxel Rechallenge on Metastatic Castration-
resistant Prostate Cancer Patients
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Abstract: Objective To assess the efficacy of docetaxel rechallenge on castration-resistant prostate cancer
(mCRPC) patients and to analyze prognostic factors. Methods We retrospectively reviewed the medical
history of 120 mCRPC patients treated with the first-line docetaxel chemotherapy effectively and progressed
with docetaxel rechallenge. Coprimary end points were prostate specific antigen progression-free survival
(PSA PES) after the first sequence docetaxel chemotherapy, prostate specific antigen progression-free survival
after docetaxel rechallenge (Rechallenge PSA PFS) and overall survival (OS). Univariable and multivariable
Cox analyses were performed to determine prognostic factors associated with PSA PFS, Rechallenge PSA
PFS and OS. Results At a median follow-up of 32.73 months, 30(25%) patients were still alive. The median
PSA PFS, Rechallenge PSA PFS and OS were 13.89(7.67-39.00), 5.29(1.25-20.00) and 27.13(12.40-60.50)
months, respectively. In multivariate analysis, treatment-free interval between the first sequence docetaxel
chemotherapy and docetaxel rechallenge (>6 months vs. <6 months) was independent predictor for PSA PFS.
Response of docetaxel rechallenge (partial vs. no partial) was independent predictor for Rechallenge PSA PFS.
mCRPC baseline serum-PSA and response of docetaxel rechallenge (partial vs. no partial) were independent
predictors for OS. Conclusion These results further support the favorable profile of docetaxel rechallenge in
mCRPC patients who were effectively treated with first-line docetaxel.
Key words: Docetaxel; Metastatic castration-resistant prostate cancer; Efficacy; Prognostic factor
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Tablel Clinical characteristic of metastatic castration-
resistant prostate cancer patients

Characteristics Variable value
Age(years(mean, range)) 68(49-90)
mCRPC baseline serum-PSA 104

(ng/dl (Median, 95%CI))
Hemoglobin(g/dl (n%))

(10.17-695.45)

=13 41(34.2)

<13 79(65.8)
Symptom(n(%))

Yes 62(51.7)

No 58(48.3)
Response of first sequence chemotherapy(n(%))

Partial 59(49.2)

Complete 61(50.8)
PSA nadir at 7" month(r(%))

<0.2 ng/dl 52(43.3)

>0.2 ng/dl 68(56.7)

Treatment-free interval between first
and second sequence chemotherapy
(months, n(%))

<6 50(41.7)

>6 70(58.3)
ECOG PS(n(%))

0-1 92(76.7)

2 28(23.3)
Visceral(n(%))

Yes 26(21.7)

No 94(78.3)

Time from start of primary ADT to
CRPC(months, 1n(%))

>48 56(46.7)
<48 64(53.3)
Response of second sequence
chemotherapy(n(%))
Partial 63(52.5)
No partial 57(47.5)
Total number of sequences 2(1-3)
(Median, range)
Number of cycles of first sequence 6(5-12)

chemotherapy(Median, range)
Number of cycles of second sequence 3(1-6)
chemotherapy(Median, range)

Post-taxane treatment(n(%)) 67(55.8)
Estramustine phosphate 21(17.5)
Platinum-based chemotherapy 11(9.2%)
Abiraterone acetate 22(18.3)
Enzalutamide 3(2.5)
Sequence of above 10(8.3)

Median PSA PFES of first sequence 13.89

chemotherapy(months (Median,95%CI)) (7.67-39.00)

Median OS from CRPC 27.13

(months(Median,95%CT)) (12.40-60.50)

Median PSA PFS of second 5.29

sequence chemotherapy (1.25-20.00)
Median follow-up time(months(Median, 95%C1))32.73(13.27-98.56)
Survival status at the end of follow-up(n(%))
Alive 30(25)
Dead or loss to follow-up 90(75)

Notes: mCRPC: metastatic castration-resistant prostate cancer; PSA:
prostate-specific antigen; ECOG PS: eastern cooperative oncology
group performance status; ADT: androgen deprivation therapy; PSA
PFS: PSA progression-free survival after first sequence docetaxel
chemotherapy in mCRPC patients; OS: overall survival
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Table2 Univariable analysis of various clinical parameters in mCRPC patients treated with docetaxel rechallenge

it oo PSA PFS Rechallenge PSA PFS OS
HR(95%CI) P HR(95%CI) P HR(95%CI) P
Age 0.997(0.976,1.017)  0.743 1.010(0.988,1.033) 0.359  1.014(0.989,1.039) 0.272
Hemoglobin 1.376(0.939,2.016) 0.102 1.320(0.889,1.960) 0.168  1.539(0.986,2.404) 0.058
mCRPC baseline serum-PSA 1.000(1.000,1.000) 0.386  1.000(1.000,1.001) 0.252  1.000(1.000,1.001) 0.149
Symptom 0.955(0.664,1.373)  0.802  0.942(0.648,1.368) 0.753  0.749(0.492,1.141) 0.178
ECOG PS 0.546(0.354,0.841) 0.006  0.602(0.385,0.942) 0.026  0.387(0.237,0.630) 0.000
PSA nadir at 7" month 0.668(0.462,0.967) 0.032  0.537(0.365,0.789) 0.002  0.426(0.275,0.662) 0.000
Visceral 0.632(0.407,0.983) 0.042  0.731(0.463,1.153) 0.177  0.552(0.340,0.898) 0.017
Time from start of primary ADT to CRPC  1.412(0.983,2.028) 0.062 1.416(0.973,2.061) 0.069 1.663(1.087,2.543) 0.019
Treatment-free interval between first 0.349(0.236,0.537) 0.000  0.363(0.239,0.551) 0.000  0.309(0.197,0.482) 0.000
and second sequence chemotherapy
Response of first sequence chemotherapy 0.507(0.352,0.732) 0.000  0.463(0.313,0.683) 0.000  0.326(0.212,0.503) 0.000
Response of second 0.275(0.184,0.411) 0.000  0.113(0.065,0.196) 0.000  0.134(0.079,0.227) 0.000
sequence chemotherapy
Note: Rechallenge PSA PFS: PSA progression-free survival after docetaxel rechallenge in mCRPC patients
R3 SAMEBRKATMCRPCEEMEMNSRENT
Table3 Multivariable analysis of various clinical parameters in mCRPC patients treated with docetaxel rechallenge
Clinical parameters PSA PFS Rechallenge PSA PFS OS
HR(95%CI) P HR(95%CI) P HR(95%CI) P
Hemoglobin 1.014(0.667-1.544) 0.947 1.071(0.698-1.642) 0.754 1.063(0.654-1.728) 0.806
CRPC baseline serum-PSA 1.000(1.000-1.001) 0.034
Symptom 0.985(0.619-1.567)  0.950
ECOG PS 1.073(0.634-1.817) 0.793 1.041(0.622-1.744) 0.878  0.953(0.520-1.748) 0.877
PSA nadir at 7" month 1.281(0.769-2.133) 0.342 0.987(0.549-1.774)  0.965  0.989(0.483-2.026) 0.977
Visceral 0.851(0.539-1.344) 0.490 0.847(0.528-1.360) 0.492  0.823(0.631-1.072) 0.149
Time from start of primary ADT to CRPC 1.138(0.747-1.734) 0.547 1.254(0.817-1.924) 0.300 1.026(0.615-1.712)  0.922
Treatment-free interval between first — 0.408(0.254-0.655) 0.000 0.(0.341-1.172)  0.145  0.550(0.295-1.025) 0.060
and second sequence chemotherapy
Response of first sequence chemotherapy  0.602(0.361-1.004) 0.052 0.918(0.469-1.800) 0.804 0.658(0.325,1.333) 0.245
Response of second 0.123(0.069-0.221) 0.000  0.142(0.079-0.253) 0.000

sequence chemotherapy
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