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ABSTRACT

Apalutamide belongs to the ARTA group. This drug is a new generation selective androgen receptor
inhibitor. Patients with prostate cancer develop resistance to castration testosterone levels over time
during hormone therapy. Therefore, it is necessary to consider additional therapeutic options based
on drugs from the ARTA group. The article presents the role of apalutamide in the treatment of pros-
tate cancer and its effectiveness. Moreover, attention was drawn to the need for close cooperation
between the urologist and the oncologist in order to optimize the treatment of a patient with pro-
gressive prostate cancer.
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A patient with prostate cancer after radical treatment (radical
prostatectomy or radiotherapy) may develop the next stages of
cancer progression depending on the stage of the disease and
histopathological differentiation. The most common sequence
of stages of progression includes biochemical relapse, nonmet-
astatic castration-resistant prostate cancer (hmCRPC), metastatic
castration-resistant prostate cancer (MCRPC), and metastatic cas-
tration-resistant prostate cancer (mCRPC) in the terminal stage.
It should be remembered that prostate cancer is, in most cas-
es, a hormone-sensitive neoplasm, which is used in the case of
anti-androgen therapy. Nevertheless, the response to hormone
therapy is temporary and the successive stages of progression
are observed despite persistent castration levels of testosterone
on standard androgen deprivation with the use of GnRH gonad-
otropin releasing hormone agonists or antagonists.

It is extremely important to accurately diagnose the stage of
prostate cancer that is not sensitive to castration testosterone
levels and to quickly modify the current therapy. Modern an-
tiandrogens from the ARTA group (androgen receptor targeted
agents), e.g. abiraterone, enzalutamide, apalutamide, daroluta-
mide, are used in the treatment of patients with prostate cancer
in order to optimize hormone therapy and delay disease pro-
gression. Most people after primary radical treatment of prostate
cancer (after surgery as well as after radiotherapy) remain under
constant urological control. Therefore, the role of the urologist in
the optimization of hormonal pharmacotherapy in a patient with
progressive prostate cancer seems to be invaluable. With ARTA
drugs available in urological armamentarium, it is particularly
important in this group of patients who have not yet developed
metastases, and the cancer develops resistance to castration tes-
tosterone levels (nmCRPC) [1]. A patient with nmCRPC prostate
cancer is characterized by a steadily increasing concentration of
prostate specific antigen (PSA) despite the use of androgen dep-
rivation, while maintaining castration levels of testosterone, in
whom no clinically detectable metastatic disease is found (in im-
aging studies) [2]. The epidemiological data to date have shown
that 10-20% of prostate cancer patients develop resistance
to castration testosterone levels (CRPC stage) within approx.
5 years. Over 84% of patients have metastatic disease at diagno-
sis of CRPC cancer. In addition, in patients without metastases
at diagnosis of cancer at the CRPC stage, 33% of patients are ex-
pected to develop metastases within 2 years of follow-up [3]. The
above mentioned facts clearly indicate the need to make a quick
decision on the possible modification of standard androgen dep-
rivation, consisting in the combined treatment of androgen dep-
rivation (agonists or antagonists of gonadotropin releasing hor-
mone GnRH) with modern antiandrogen drugs from the ARTA
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group in patients with prostate cancer at the stage of progres-
sion, but still at the nmCRPC stage to delay the time to inevitable
development of the mCRPC stage.

According to the current guidelines of many scientific societies,
ARTA drugs (apalutamide, darolutamide and enzalutamide)
should be considered in the treatment of patients with the
nmCRPC stage at high risk of rapid progression (PSA doubling
time < 10 months) in order to prolongation of the time to metas-
tasis and overall survival (OS) [1].

It is worth noting that the results of a multicentre, double-blind
clinical study (phase Ill) in which 1207 patients with nmCRPC
prostate cancer (with PSADT less than 10 months of age) were
randomized (2 : 1) to receive apalutamide 240 mg orally once
daily in combination with pharmacological castration or surgical
(androgen deprivation therapy [ADT) [n = 806] or placebo once
daily with ADT [n = 401]) showed the efficacy of apalutamide in
this group of patients. In patients treated with apalutamide, an
increase in metastasis-free survival (MFS) by 24.3 months was ob-
served [4]. The median MFS was 40.5 months in the apalutamide
group and 16.2 months in the placebo group (hazard ratio [HR]
=0.29; 95% confidence interval [CI] 0.24-0.36; p < 0.001) [4]. The
prolongation of the MFS period resulted in the prolongation of
overall survival in the group of nmCRPC prostate cancer patients.
In addition, in the apalutamide group, the median OS increased
by 14 months compared to the placebo group (73.9 months vs
59.9 months - HR = 0.78 [95% Cl 0.64-0.96]; p = 0.016)] [4]. The
median follow-up in the SPARTAN study was 50.4 months. The
median duration of treatment with apalutamide and placebo
was 32.9 and 11.5 months, respectively [4]. In addition, it is worth
noting that apalutamide therapy reduces the risk of initiating cy-
totoxic chemotherapy by 37% compared to the placebo group.
HR = 0.63 (95% Cl 0.49-0.81); p = 0.0002 (the median was not
reached in either group) [4]. The clinical observations to date
indicate that the use of a combination therapy (ADT + apalut-
amide) in a patient with prostate cancer at the nmCRPC stage
at high risk of progression first, followed by approved therapies
in the mCRPC stage, e.g. abiraterone, enzalutamide, docetaxel,
etc,, leads to a significantly longer responses than the use of
self-treatment for ADT in the nmCRPC stage, followed by ap-
proved therapy in the mCRPC stage [4, 5]. Thanks to this, we give
the patient a chance for another, additional line of treatment. In
the case of modern antiandrogen drugs from the ARTA group,
pharmacological treatment of a patient with prostate cancer can
be carried out at home, taking into account the ease of use (oral
treatment) and relatively good tolerability of the therapy.
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It is worth noting that in order to ensure the most effective
treatment of people with prostate cancer in the stage of cancer
progression, mutual cooperation between the urologist and on-
cologist is invaluable. Without such close cooperation, achiev-
ing a measurable patient clinical response to therapy may be
questionable, and achieving the goals of delaying progression,
maximizing the time to metastasis and overall survival cannot be
achieved. Therefore, the urologist during the oncological super-
vision of a prostate cancer patient with a biochemical recurrence
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