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Case report

SUPPORTIVE CARE IN ONCOLOGY
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ABSTRACT 

The article contains a case report of patient diagnosed with castration-resistant non-metastatic pros-

tate cancer, treated with a novel androgen receptor inhibitor – apalutamide. 
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INTRODUCTION

Recently, with society ageing in Poland and globally, the number 

of prostate cancer cases systematically increases [1, 2]. There is 

also a growing specific group of non-metastatic castration-re-

sistant prostate cancer (nmCRPC) patients. Until recently, there 

was no possibility for adequate treatment of such patients in 

Poland but, in March 2022, the Ministry of Health (B.56) intro-

duced updated drug programme (PL). Among the drugs made 

available under the programme, there is apalutamide – state-of- 

-the-art androgen receptor inhibitor (ARI) which extend  metas-

tasis free survival (MFS) and overall survival (OS) of patients with 

nmCRPC [3].

CASE STUDY

In 2013, a patient aged 82 with concomitant hypertension, 

chronic renal failure stage 3, and optimally controlled asth-

ma, was diagnosed with prostate adenocarcinoma in baseline 

stage cT2bN0M0, histopathologic tests assessed malignancy as 

Gleason 8 (3+5), with the highest PSA (prostate-specific antigen) 

level of 23 ng/mL. Imaging scans excluded metastases. Initial 

hormonotherapy was started with luteinising hormone releasing 

hormone (LHRH) analogue – leuprorelin at the dose of 22.5 mg 

subcutaneously. As a result, PSA level was reduced to 3.58 ng/

mL. The patient was qualified for radical treatment involving im-

age-guided radiotherapy (IGRT) with 15 MV photons according 

to 3D CBCT (cone beam computed tomography) plan; dose ad-

ministered: 6500 cGy/g in 25 fractions to the prostate area, and 

next supplementary hormonotherapy was continued with LHRH 

analogue every 3 months for the total period of 3 years (until 

2016) due to the patient’s classification into the high-risk group 

(Gleason 8 and PSA > 20 ng/mL) [4]. During hormonal therapy, 

osteoporosis prevention was applied using a preparation of cal-

cium and vitamin D3, with PSA remaining within the limits < 0.3 

ng/mL.

The patient remained under observation until 2018 when, due 

to increased PSA level to 1.8 ng/mL, imaging diagnostics was im-

plemented (static bone scintigraphy), which did not reveal any 

metastases. The observation was continued but, due to dynamic 

increase in PSA to 5 ng/mL in 6 months, a decision was made 

to introduce treatment with LHRH analogue – triptorelin subcu-

taneously at the dose of 11.25 mg every 3 months. Temporary 

effect was achieved with PSA level reduced to 0.2 ng/mL but, in 

2020, at PSA of 1.7 ng/mL, maximal androgen blockade (MAB) 

was started and the existing treatment was combined with 

androgen antagonist – flutamide at the dose of 250 mg orally 

3 times per day, and next, due to poor tolerance, the drug was 

replaced with bicalutamide (50 mg orally once per day). Double 

hormonal therapy was conducted with good biochemical effect 

(PSA reduced to 0.17 ng/mL – nadir) and clinical effect for almost 

2 years (until December 2021), when, with PSA of 1.25 ng/mL, bi-

calutamide was discontinued, which did not, however, bring the 

effect of reducing PSA levels. The patient was referred to imaging 

scans for assessment in the aspect of secondary lesions, which 

would allow implementation of a new treatment (at the time, 

applicable drug programme allowed state-of-the-art hormono-

therapy exclusively in metastatic diseases). The CT of the chest, 

abdominal cavity, and true pelvis with IV contrast and bone scin-

tigraphy did not reveal any metastatic lesions.

In March 2022 in Poland, a new tool was introduced for treat-

ment of patients with nmCRPC in the form of a drug programme 

by the Ministry of Health. According to the requirements of the 

programme, the analysed patient had the aforementioned imag-

ing scans repeated, and no metastases were found again. The pa-

tient was qualified for treatment with apalutamide at the dose of 

240 mg once per day on 11 July 2022 with PSA of 5.0 ng/mL and 

castrate testosterone level (< 2.5 ng/dL); treatment with LHRH 

analogue was continued. It must be added that the patient met 

a number of criteria stated in the programme: apart from docu-

menting the absence of secondary lesions, at least three consec-

utive increases to PSA levels occurred at the intervals of at least 

one week, including at least two by 50% vs. baseline (nadir), at 

nominal PSA > 2 ng/mL (patient’s PSA levels and cut-off for onset 

of treatment have been presented in figure 1).

Another requirement of the programme involves PSA doubling 

time (PSADT) of under 10 months, which translates to high risk 

of metastases in the patient [5]; also this criterion was met, be-

cause patient’s PSADT amounted to 4.1 months (there are gener-

ally available calculators allowing to calculate PSADT, including 

ONCOassist®). At the beginning of treatment, the patient was 

in good general condition (score 1 in the scale of ECOG, Eastern 

Cooperative Oncology Group), with chronic diseases well con-

trolled, with no indications of heart failure or severe renal or liver 

failure.

Because of the advanced age of the patient and concomitant 

chronic diseases, it was decided to hold control visit at month-

ly intervals. During the first control visit, findings included PSA 

reduced to 0.48 ng/mL, very good tolerance of treatment and, 

apart from temporary feeling moderately weak for several days, 

no adverse events were recorded. Following 2 months of treat-

ment, further reduction to PSA was observed to 0.31 ng/mL, 

but the patient reported burdensome side effects in the form 
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of chronic fatigue grade G2 acc. to CTCAE (Common Terminol-

ogy Criteria for Adverse Events), maculopapular rash grade G3, 

headaches, vertigo grade G1/2 (neurological examination and 

laboratory tests did not reveal major irregularities). In line with 

the statement in medicinal product data sheet (ChPL), a decision 

was made to temporarily suspend the treatment, with recom-

mended oral  antihistamine drugs and local glucocorticoster-

oids, and accelerated control visit was appointed after 7 days. At 

the time, the patient’s general condition improved, with general 

symptoms alleviated and reduced rash intensity to grade G1; 

therefore, in agreement with the patient (and again in line with 

ChPL), it was decided to continue treatment at a dose reduced 

by half (120 mg once per day). It is worth pointing out that skin 

rash at any degree of intensity and fatigue belong to the most 
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Figure 1. PSA level dynamics before treatment with apalutamide. Level 2 ng/mL – required for starting treatment under the drug 

programme – marked in red.
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Figure 2. PSA level dynamics during treatment with apalutamide. Level 2 ng/mL – required for starting treatment under the drug 

programme – marked in red.
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frequent adverse events related to apalutamide (occurring in 

> 25% patients) and in a large majority of cases (> 90%) do not 

lead to complete discontinuation of the treatment with the drug. 

After one month of treatment at a reduced dose, PSA remained 

at a stable level of 0.31 ng/mL, whereas upon the next measure-

ment, progression to 1.1 ng/mL was recorded (PSA level dynam-

ics has been presented in figure 2). 

The patient admitted that due to the occurrence of an influen-

za-like infection, without consulting the doctor, he autonomous-

ly discontinued administration of the drug for almost 2 weeks.

Due to patient’s wellbeing during the visit, it was decided to re-

store the full dose of apalutamide (240 mg/24 h), owing to which, 

in consecutive bimonthly control visits, the achieved PSA level 

was, respectively: 0.31 ng/mL and 0.29 ng/mL at acceptable ad-

verse effects of the treatment. At the time of drafting this article, 

the treatment is continued at a full dose, and the patient awaits 

the description of control bone scintigraph after 6 months from 

enrolment in the programme.

It is worth mentioning that, according to the drug programme, 

treatment of nmCRPC patients can be conducted until PSA pro-

gression defined as three consecutive PSA increases titrated in 

at least weekly intervals with proven increase by at least 50% 

vs. baseline (namely, in the case of the analysed patient this was 

5 ng/mL), at nominal PSA level > 2 ng/mL. Another independent 

condition for treatment discontinuation is the occurrence of me-

tastases to the bones, confirmed in scintigraphy scan, which is 

mandatory after 6 months. Furthermore, the programme allows 

the doctor to perform imaging scans at any time, depending on 

the clinical situation; the occurrence of metastases in the scans 

certainly constitutes an absolute exclusion criterion from the 

programme.

CONCLUSION

In the above clinical case of the patient with nmCRPC, state-of- 

-the-art antiandrogen drug, apalutamide, was applied success-

fully. It is a treatment that offers patients an opportunity to 

extend their metastasis-free survival, principally with respect 

to metastasis to bones, and thus the related complications, in-

cluding pain, pathological fractures, or spinal cord compression 

syndrome. State-of-the-art hormonotherapy for this indication 

has been available in Poland rather recently, and currently ob-

servations are made as to efficacy of the treatment, which will 

constitute grounds for further knowledge exchange from the 

clinical point of view.
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