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COMPARISON OF ABIRATERONE ACETATE PLUS PREDNISOLONE
AND COMBINED ANDROGEN BLOCKADE IN HIGH-RISK
METASTATIC HORMONE-SENSITIVE PROSTATE CANCER

Hitomi YASURAWA, Yoshinori IKEHATA, Yasumasa TsuBor, Naotaka NISHIYAMA,
Akihiko WATANABE, Yasuyoshi FujiucHr and Hiroshi KitAMURA

The Department of Urology, University of Toyama

Abiraterone acetate plus prednisone/prednisolone (AAP) and androgen deprivation therapy (ADT) was
approved for the treatment of high-risk metastatic hormone-sensitive prostate cancer (mHSPC) in Japan in
2018. We investigated 22 patients with mHSPC showing =2 of 3 high-risk factors (Gleason score =8, =3
bone lesions or measurable visceral metastases) who received AAP plus ADT at our hospital between March
2018 and October 2019. We compared outcomes between the propensity-score matched AAP plus ADT
group and the combined androgen blockade (CAB) group (19 matched pairs, 38 patients) to evaluate the
efficacy and safety of AAP plus ADT. Prostate-specific antigen progression-free survival (PSA-PFS) was
significantly longer in the AAP group than in the CAB group (not reached vs 15.1 months, p=0.014). Time
to achievement of serum PSA <<0.2 ng/ml and <0.1 ng/ml was shorter in the AAP group than in the CAB
group (6.4 months vs not reached, p =0.001 and 11.0 months vs not reached, p = 0.004, respectively).
Although no significant intergroup difference was observed in the overall survival rates and PSA-PFS2 (PSA-
PF'S on subsequent anticancer therapy) owing to the shorter follow-up in the AAP group, our data suggest
that the clinical efficacy of AAP is better than that of CAB in patients with mHSPC.

(Hinyokika Kiyo 66 : 427-432, 2020 DOI: 10.14989/ActaUrolJap_66_12_427)
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Table 1. Characteristics of patients
AAP+ADT m=22) CAB (n=36)

Age, mean (SD), years 71 (8.6) 71 (8.9)
iPSA, mean (SD), ng/ml 1,103 (1,311) 2,497 (5,379)
ALP, mean (SD), U/1 1,614 (2,246) 808 (1,051)
PS, No (%)

Oorl 15 (68) 25 (69)

2o0r3 7(32) 11 (31)

Gleason score, No (%)

<7 0(0) 2 (6)
4+3 0 2

=8 22 (100) 32 (89)
4+4 7 8
4+5 11 10
5+4 1 12
5+5 2 2

Unknown 1* 2

Bone lesions, No (%)

<3 2(9) 10 (28)
0 11
1-2 1 9

=3 20 (91) 26 (72)
3-9 9 15
=10 11 11

Visceral disease, No (%)

Yes 5 (23) 7(19)
Lungs 5 5
Liver 0 1
Other 0 1

No 17 (77) 29 (81)

ADT, No (%)
LHRH antagonists 22 (100) 17 (47)
LHRH agonists 0 19 (53)

AAP: Abiraterone acetate and prednisolone. ADT : androgen
deprivation therapy. CAB: combined androgen blockade.
SD : standard deviation. 1PSA: initial prostate specific antigen.
PS: performance status. LHRH: luteinizing hormone-re-
leasing hormone.

* =8 (post-therapeutic state).
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Table 2. Factors used for propensity score matching

Before matching After matching

AAP+ADT (n1=22) CAB (n=36) pvalue SMD* AAP+ADT m=19) CAB@m=19) pvalue SMD*

Age, mean (SD),

) 71 (8.6) 7189 081  —0.05 71 (9.0) 69 (84 074 0.5
inPgS/r*ﬁlme"m (SD), LI03 (1,311) 2497 (5,379) 042  —032 1,246 (1,356) 999 (1437) 027 0.17
ALP, mean (SD), 1,614 (2,246) 808 (1,051)  0.044  0.49 1,273 (1,190) 1,028 (1,321)  0.29  0.19
PS, No (%)

Oor 15 (68) 95 (69) 1.00 13 (68) 13 (68) 1.00

20r3 7 (32) 11 (31) 6 (32) 6 (32)
Gleason score, No (%)

<7 0(0) 2 (6) 0(0) 0(0)

=8 99 (100) 32 (89) 0.51 19 (100) 19(100) 100
Bone lesions, No (%)

<3 9(9) 10 (28) 2 (11) 0(0)

>3 20 (91) 2 (72) 0.11 17 (89) 19(100) 049
Visceral disease, No (%)

Yes 5 (23) 7(19) 0.75 5 (26) 2 (11) 0.40

No 17 (77) 29 (81) 14 (74) 17 (79)

SMD : standardized mean difference.
* |SMD]| of 0.2 or more represent meaningful differences in covariates between groups.

1-0 —
— 09 p=0.014
© AAP+ADT
2
3
» 07
2 - Median (95% Cl)
"E ) AAP+ADT NR (NR—NR)
O 05 CAB 15.1 (7.6—22.6)
7
QO 04
(=]
2 03
& 02-
Q. CAB
0.1
0.0
I I I I
0 10 20 30 40 50
Number at risk Months
(Events)
AAP+ADT 19 (1) 14 (1) 3 ) 0
CAB 19 () 14 (8) 5@ 3 1 (0 0
Fig. 1. Kaplan-Meier curve of PSA progression-free survival.
#, p=0.001, 11.0% H vs XFE, p=0.004) (FFH 7Y T u HEEEFIZ BT grade 3 DL LD E
BIZHE o 72 (Table 3). 90%Z%) £ TOHMHIZOW TS5 (23%) 1AL, WIRIdEIME, FFRbER
THRETFMAE B Ro72 (09w 117 H, p= & HIMHETH o7z (Table 4). WIMBEHLFEE L5
0.08). BID 5 B 4 B EIGIEFRAG R 5 THE R O BFAFRE % 32



430 WIRAE 665

1275 20204F

Table 3. Percentage of patients who achieved a =50% decrease in serum PSA from the
baseline level (PSA50 response) or a =90% decrease in serum PSA from the
baseline level (PSA90 response), median time to achievement of the PSA nadir
and median time until serum PSA levels declined to =<0.2 ng/ml or =<0.1

ng/ml

AAP+ADT (n=19)

CAB (n=19) p value

Median follow-up (range), months
Median PSA nadir value (range), ng/m
Number of patients with PSA response (%)

12.6 (5.5-24.8)
0.12 (<0.003-681)

40.5 (19.5-136.9)
0.58 (<0.003-119.8)

PSA50 response 19 (100) 19 (100)
PSA90 response 18 (95) 18 (95)

Median time (95% CI), months
Median time to PSA nadir 17.5 (11.7-23.3) 10.9 (3.2-18.6) 0.007
Median time to reach =<0.2 ng/ml 6.4 (4.7-8.1) NR (NR-NR) 0.001
Median time to reach =<0.1 ng/ml 11.0 (5.6-16.4) NR (NR-NR) 0.004

CI: confidence interval. NR: not reached.

Table 4. Adverse events (=grade 2) in the Abira-
terone group

No (%) AAP+ADT (n=22)
Hypertension 4 (18)
Grade 3 2(9)
Grade 4 1(5)
Hypokalemia 0 (0)
AST increased 209
Grade 3 1(5)
ALT increased 209
Grade 3 1 (5)
Hyperglycemia 5 (23)
Grade 3 1(5)
Edema 2(9)
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Standard therapeutic sequence after CAB

=

Abiraterone Docetaxel

Pat

Docetaxel Cabazitaxel

=

Pat

Enzalutamide Docetaxel

=)

=

ients who underwent CAB with time to progression <12 months

=

ients who are not eligible for prednisolone use

=

Cabazitaxel ‘ Enzalutamide
Abiraterone or | Enzalutamide
Cabazitaxel

Patients who are not eligible for chemotherapy

or

Abiraterone Enzalutamide

Ra-223 (at any lines)

Patients with bone metastasis alone with slow progression

Fig. 2. The treatment strategy used for patients with metastatic castration-resistant prostate cancer in our

department before 2018.
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