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THE ASSOCIATION OF DOCETAXEL SIDE EFFECTS AND
INTRODUCTION OF SUBSEQUENT CABAZITAXEL FOR
CASTRATION-RESISTANT PROSTATE CANCER : A CLINICAL STUDY
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The administration of cabazitaxel for patients with castration-resistant prostate cancer (CRPC) requires
prior docetaxel therapy. Sequential chemotherapy may have to be discontinued due to docetaxel-
This study investigated the relationship between treatment outcome of docetaxel and
We retrospectively analyzed 69 patients with CRPC who had
been administered docetaxel with and without subsequent cabazitaxel at Toyonaka Municipal Hospital from
October 2014 to June 2022. Twenty-eight patients (41%) discontinued docetaxel because of side effects,
and the median number of docetaxel cycles at discontinuation was 2 (range: 1-11).
patients received no treatment following docetaxel. A comparison of the 28 patients who had discontinued
docetaxel due to side effects with 41 patients who had not revealed a significant difference in the total

associated side effects.
cabazitaxel and their associated side effects.

Fourteen of these

numbers of chemotherapy cycles (2.5 vs 9 ; P<<0.001) and time to treatment failure (56 days vs 301 days; P =

0.001), with a trend toward shorter overall survival from the start of docetaxel treatment (259 days vs 512
days; P=0.06). Multivariate analysis identified discontinuation of docetaxel due to side effects (OR =0.07 ;
P<0.001) and lower hemoglobin (OR =0.01; P=0.001) as significant factors inhibiting the introduction of

141

cabazitaxel.
patients to be reached with cabazitaxel.
contribute to an additional survival advantage.

Reducing the side effects of docetaxel, including early drug switching, may allow more CRPC
Consequently, the resulting taxane-based chemotherapy may

(Hinyokika Kiyo70: 141-147, 2024 DOI: 10.14989/ActaUrolJap_70_6_141)
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Patient characteristics

All (n=69)

#Group A (n=28) *Group B (n=41)

P value

PSA at diagnosis of prostate cancer, ng/ml median (min-max)
Grade group
2
3
4
5
Unknown
Metastasis at diagnosis of prostate cancer
None
Lymph node
Bone
Viscera
Unknown
Time to CRPC, day median (min-max)
Number of ARSI agents before time of Docetaxel

115.8 (5.7-8,607)

359 (72-3,589)

69.4 (5.7-2,921) 170 (6.7-8,607)  0.53

1 (1%) 0 (0%) 1 (2%) 0.03

14 (20%) 7(25%) 7 (17%)

13 (19%) 9 (32%) 4 (10%)

31 (45%) 7(25%) 24 (59%)

10 (14%) 5 (18%) 5 (12%)

18 (26%) 11 (39%) 7 (17%) 0.04

34 (49%) 12 (43%) 22 (54%) 0.39

37 (54%) 13 (46%) 24 (59%) 0.33
7 (10%) 2 (7%) 5 (12%) 0.51
1 (1%) 0 (0%) 1(2%) 0.43

351 (105-3,053) 372 (72-3,589)  0.68

0 18 (26%) 6 (21%) 12 (29%) 0.35

1 21 (30%) 8 (29%) 13 (32%)

2 30 (43%) 14 (50%) 16 (39%)
Age at time of Docetaxel, years median (min-max) 76 (54-92) 77 (54-92) 75 (57-88) 0.25
Performance status at time of Docetaxel

0 28 (41%) 7(25%) 21 (51%) 0.02

1 28 (41%) 13 (46%) 15 (37%)

2 7(10%) 4 (14%) 3 (7%)

3 6 (9%) 4 (14%) 2 (5%)

4 0(0%) 0 (0%) 0(0%)
Body mass index at time of Docetaxel, kg/m? median(min-max) ~ 23.4 (17.2-30.1) 22.6 (17.2-27.9) 23.7 (17.7-30.1) 0.72
PSA at time of Docetaxel, ng/ml median (min-max) 39.7 (0.14-2,169)  29.9 (1.2-2,169) 49.1 (0.14-1,293) 0.88
Hemoglobin at time of Docetaxel, g/dl median (min-max) 12.2 (8.1-15.2) 12.0 (8.4-14.3) 12.5 (8.1-15.2) 0.65
;a;cxt)atc dehydrogenase at time of Docetaxel, IU/1 median (min- 206 (109-3,615) 211 (133-3,615) 195 (109-1,668) 019
Qllie:)line phosphatase at time of Docetaxel, IU/l median (min— 301 (44-4,528) 274 (44-2,734) 301 (45-4,528) 0.74
Albumin at time of Docetaxel, g/dl median (min—-max) 3.7 (2.7-4.8) 3.7 (2.8-4.8) 3.8 (2.7-4.8) 0.2
PSA: Prostate-specific antigen, CRPC : Castration-resistant prostate cancer, ARSI: Androgen receptor signal inhibitor. % Group A:

Discontinued docetaxel because of side effects.

%% Group B: Discontinued docetaxel for other reasons.
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HHEP O 86 & MG TSN A S 2 OWGIED
3N TW/z (Table 2). FEF FEIVDHS A1 7 VEL
DHYAEE Group A T2 I— A (1 ~113T—R),
GroupB THI—A (1~322—2R) & GroupB TH
BlZ% o7 (P<0.001). HNDEZFENDFA S
WEOHRAEX Group A TS5 I— R (2 ~253—
A), Group B T6 I— R (2~24T—R) THho7:
(P=0.62). WiZxAFHLZZ XV H A 7 Ok
flilx, enen2 53— (1~26a2—2), 9a—2A
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(P<0.001) (Table 2). Group A DHIZIZ Ft % F+
Ve FERRCTRMCKRT LAZBRICEII I NY S %
LV EfTCE ZAEBI O FAE L7z (Fig. 1).

Group B Tl Hikfk it 25A ZIc K < (56H
vs 301 H ; P<0.001) (Fig. 2A), “AfFHIH b R @
M2SH 57z (259 H vs 512H 5 P=0.0596) (Fig.
9B).

Table 2. Treatment following docetaxel and cabazitaxel, and the number of chemotherapy cycles

All Group A ¥Group B P value

Treatment following Docetaxel (All; n=69, Group A; n=28, Group B; n=41)

Clabazitaxel
Abiraterone
Enzalutamide
Radium-223
Estramustine

Ethinyl estradiol
Decadron

Gemcitabine + Cisplatin
Unknown

None

32 (46%)  5(18%) 27 (66%)
6(9%)  3(11%) 3 (7%)
5(7%) 4 (14%) 1 (2%)
0(0%)  0(0%) 0 (0%)
0(0%)  0(0%) 0 (0%)
1 (1%) 1 (4%) 0 (0%)
0(0%)  0(0%) 0 (0%)
1(1%)  0(0%) 1 2%)
2 (3%) 1 (4%) 1 2%)

22 (32%) 14 (50%) 8 (20%)

Treatment following Cabazitaxel (All ; n= 24, Group A; n=>5, Group B; n=19 *¥Excluding 8 cases of ongoing cabazitaxel)

Abiraterone
Enzalutamide
Radium-223
Estramustine

Ethinyl estradiol
Decadron

Gemcitabine + Cisplatin
Unknown

None

Number of Docetaxel cycles, median (min-max) (All; n =69, Group A; n =28, 4(1-3)

Group B; n=41)

Number of Cabazitaxel cycles, median (min-max) (All; n = 32, Group A; n =15, 6 (2-25)

Group B; n=27)

Number of chemotherapy cycles, median (min-max) (All; n=69, Group A; n=28, (1-38)

Group B; n=41)

4(17%)  0(0%) 4 (21%)

3(13%) 2 (40%) 1 (5%)

3(13%) 2 (40%) 1 (5%)

4(17%)  1(20%)  3(16%)

1 @4%)  0(0%) 1 5%)

2(8%)  0(0%) 2 (11%)

0(0%)  0(0%) 0 (0%)

0(0%)  0(0%) 0 (0%)

7(29%) 0 (0%) 7 (37%)
2(1-11)  5(1-32)  <0.001
5(2-25)  6(2-24)  0.62
92.5(1-26)  9(1-38)  <0.001

% Group A Discontinued docetaxel because of side effects. % Group B : Discontinued docetaxel for other reasons.
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Fig. 2. Time to treatment failure in taxane chemotherapy in Groups A and B.  (A) Overall survival from the start of
docetaxel therapy in Groups A and B (B).
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Table 3. Logistic regression analysis of the introduction of cabazitaxel

Univariate analysis Multivariate analysis
Factors

Odds ratio 95% CI Pvalue Oddsratio  95% CI P value
Grade group 4.34 0.70-26.9 0.11
PSA at time of Docetaxel 0.01 0.01-9.33 0.12
Age at time of Docetaxel 0.07 0.01-0.83 0.03 0.1 0.01-3.89 0.21
Time to CRPC 0.10 0.01-2.67 0.12
Performance status =1 at time of Docetaxel 0.17 0.03-0.83 0.01 0.13 0.01-1.36 0.09
Body mass index at time of Docetaxel 0.94 0.32-2.75 0.91
Start dose of Docetaxel 2.80 0.36-20.8 0.31
Dose reduction of Docetaxel (reference : No) 0.89 0.34-2.32 0.82
Discontinuation of Docetaxel side effects (reference : No) 0.13 0.04-0.40  <0.001 0.07 0.01-0.33  <0.001
Hemoglobin at time of Docetaxel 0.01 0.01-0.18  <0.001 0.01 0.01-0.31 0.001
Lactate dehydrogenase at time of Docetaxel 6.89 0.04-1,250 0.39
Alkaline phosphatase at time of Docetaxel 370 0.41-3,354 0.09
Albumin at time of Docetaxel 0.18 0.05-0.63 0.003 1.91 0.01-378 0.81

PSA: Prostate-specific antigen, CRPC : Castration-resistant prostate cancer.
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T 7572 (Table 3).
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Table 4. Cox proportional hazards analysis for overall survival after docetaxel therapy

Univariate analysis Multivariate analysis
Factors

Hazard ratio 95% CI ~ Pvalue Hazard ratio  95% CI P value
Grade group 0.45 0.16-1.35 0.14
PSA at time of Docetaxel 8.03 0.76-39.2 0.07
Age at time of Docetaxel 1.66 0.38-7.45 0.50
Time to CRPC 0.76 0.08-4.21 0.78
Number of ARSI agents =1 before Docetaxel 1.19 0.66-2.15 0.55
Performance status <1 at time of Docetaxel 0.32 0.15-0.67  0.006 0.22 0.07-0.64 0.01
Body mass index at time of Docetaxel 0.31 0.07-1.33 0.12
Start dose of Docetaxel 0.73 0.18-3.29 0.68
Dose reduction of Docetaxel (reference : No) 0.74 0.42-1.31 0.30
Discontinuation of Docetaxel side effects (reference : No) 1.74 0.97-3.13 0.06
Number of taxane cycles 0.02 0.003-0.11  <0.001 0.09 0.01-0.46  0.002
l;f;%t treatment for taxanes (reference : ARSI or Radium- 0.39 0.90-0.78 0.008 0.44 0.19-1.02 0.05
Hemoglobin at time of Docetaxel 0.23 0.07-0.62 0.02 0.09 0.01-0.88 0.04
Lactate dehydrogenase at time of Docetaxel 27.6 1.97-205 0.03 108 3.06-3,851 0.01
Alkaline phosphatase at time of Docetaxel 49.4 4.25-387 0.004 0.85 0.09-7.61 0.88
Albumin at time of Docetaxel 0.23 0.06-0.91 0.04 3.43 0.46-25.7 0.23

PSA : Prostate-specific antigen, CRPC : Castration-resistant prostate cancer, ARSI: Androgen receptor signal inhibitor.

Table 5. Reasons for the discontinuation of docetaxel and cabazitaxel

Reasons for discontinuation Docetaxel (n=169) Cabazitaxel (3n=24)

Progression of discase 33 (48%) 23 (96%)

Side effect 28 (41%) 0 (0%)
Fatigue 13 (19%) 0 (0%)
Anorexia/Nausia 4 (6%) 0(0%)
Peripheral sensory neuropathy 3 4%) 0 (0%)
Febrile neutropenia 2 (3%) 0(0%)
Neutropenia 1 (1%) 0 (0%)
Thrombocytopenia 1 (1%) 0 (0%)
Anaphylaxis 1 (1%) 0 (0%)
Interstitial pneumonia 1 (1%) 0 (0%)
Diarrhea 1 (1%) 0(0%)
Rash/desquamation 1 (1%) 0(0%)

Other 8 (11%) 1 (4%)

% Excluding 8 cases of ongoing cabazitaxel therapy.
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