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The last five years has witnessed a remarkable evolution in the management of metastatic 

hormone-sensitive prostate cancer (mHSPC), with multiple agents demonstrating profound 

benefit in combination with initial androgen deprivation therapy (ADT). Historically, in a 

time when systemic therapy options were scarce, the responsibility of monitoring ADT 

efficacy fell squarely on urologists. As the disease progressed inevitably to the castration-

resistant state, primary care would transition to medical oncologists, with urologists limited 

to providing interventional support for local complications on an as needed basis.  

 

Pivotal data from the landmark CHAARTED [1] and STAMPEDE [2] trials has subsequently 

altered this dynamic, establishing the role of upfront docetaxel as a new standard of care 

for mHSPC, especially in patients with high-volume disease. Thus, urologists appropriately 

relinquished the management of eligible patients to their medical oncology colleagues – a 

paradigm shift away from urologists as the principal custodians of mHSPC. 

 

Concurrently, novel androgen axis (AA) targeting agents began to be studied in the mHSPC 

disease state, based on the hypothesis that potent upfront AA inhibition (when androgen 

dependent tumour clones predominate) would result in improved survival outcomes and 

quality of life, while simultaneously delaying the requirement for cytotoxic chemotherapy, 

which has a far less favourable toxicity profile.  

 

Importantly, these novel AA targeting agents are oral agents, with a good safety profile and 

well described monitoring requirements. Therefore, it stands to reason, that urologists may 

once again become the principal custodians of mHSPC, rather than refer these patients onto 
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already over-burdened medical oncologists. However, urologists must become familiar with 

the indications, mode of action, adverse events, and monitoring requirements associated 

with novel AA targeting agents if they are to use them for mHSPC patients in practice. Table 

1 outlines the key practice points of these novel agents with proven efficacy data, including 

monitoring and management of adverse events.  

 

Abiraterone is a selective and irreversible steroidal inhibitor of CYP17A1, a key enzyme in 

the androgen biosynthesis pathway. Meta-analysis of the STAMPEDE and LATITUDE trials 

studying Abiraterone showed that Abiraterone combined with prednisone and ADT resulted 

in a 38% reduction in risk of death (HR 0.62; 95% CI 0.53-0.71) and a 14% increase in OS at 3 

years compared with ADT alone [3]. Abiraterone is associated with a two-fold increase in 

hypertension and a three-fold increase in cardiac and hepatic toxicity compared with ADT 

monotherapy [3]. Hence it should be avoided in men with uncontrolled hypertension, 

cardiac failure, pre-existing liver disease and poorly controlled diabetes due to use of 

concomitant prednisone. With this combination, prednisone serves primarily to counter side 

effects from mineralocorticoid excess (hypertension, fluid retention and hypokalemia), 

rather than as a disease modifying agent. 

 

Enzalutamide is a second-generation antiandrogen with multiple mechanisms of action, 

including inhibition of AR-testosterone ligand binding, AR nuclear translocation and DNA 

transactivation. The ARCHES [4] and ENZAMET [5] trials recently reported the therapeutic 

benefits of enzalutamide combined with ADT compared with ADT alone and ADT plus a non-

steroidal antiandrogen respectively. There was a 61% delay to radiographic progression of 

disease or death (HR 0.39; 95% CI 0.3-0.5) regardless of disease volume or prior docetaxel 

treatment [4] and a 33% improvement in OS (HR 0.67; 95% CI 0.52-0.86) [5]. Enzalutamide is 

associated with a low but significant risk of seizures.  Furthermore, clinically significant 

fatigue and cognition issues are well-recognised and reported in 25% and 14% of patients 

respectively [5]. This point of difference compared to other AR pathway inhibitors is likely to 

be particularly relevant in older patients.  

 

Lastly, apalutamide is a non-steroidal selective AR antagonist. The TITAN trial reported that 

apalutamide combined with ADT reduced the risk of radiographic progression by 52% (HR 
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0.48; 95% CI 0.39-0.60) and risk of death by 33% (HR 0.67; 95% CI 0.51-0.89) [6]. Distinct 

adverse reactions specific to apalutamide include rash (typically macular/maculopapular in 

appearance) and hypothyroidism. Apalutamide was also associated with increased 

ischaemic heart disease compared to placebo (4.4% vs 1.5%) [6].  

 

The favourable outcomes seen with these novel AA targeting agents is practice changing. 

Abiraterone has been incorporated into NCCN/EAU/ESMO guidelines for treatment of 

mHSPC and it is only a matter of time before the other agents follow suit. In the absence of 

direct head-to-head comparative trials, selection of appropriate agents will depend heavily 

on patient comorbidities, side effect profile, local access and reimbursements available. 

Furthermore, clinical implications of long-term AR inhibition remain unclear, as well as the 

long-term effects of steroids required with abiraterone acetate use. Research into the 

impact of sustained androgen deprivation on bone health, tumour biology and optimal 

sequencing post-progression following use of these new agents remain a high priority. 

 

It must be noted that the trials studying novel AA targeting agents mandated the use of 

continuous background conventional ADT and this is where current evidence is derived 

from. Regimens that do not include conventional ADT or that utilise intermittent ADT are 

worth exploring in future trials mainly due to the related long-term toxicity.  

 

In summary, the advent of highly effective and well-tolerated oral agents in the mHSPC 

space has reshaped the treatment landscape. We believe that urologists can and should re-

engage in this disease space. Indeed, in some parts of the world, they remain the principal 

practitioners involved in managing patients across the entire advanced prostate cancer 

disease spectrum, including the administration of chemotherapy[7]. As the era of ADT 

monotherapy draws to a close, it is time urologists become familiar with prescribing novel 

agents. We do not expect urologists to manage all side effects or alter dosages in isolation. 

However, we propose that it is only through improved understanding and experience with 

these therapies that urologists can once again significantly contribute to shared decision-

making alongside their medical oncology colleagues in the multidisciplinary management of 

patients with advanced prostate cancer. 
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Table 1: Dosage, adverse events and key practice points associated with novel AR pathway inhibitors for mHSPC 

 

Agent and standard dosage Adverse event Key practice points 

Abiraterone 1000mg daily  

(4x250mg OR 2x500mg tablets) 

 

plus  

 

Prednisone 5mg daily 

Cardiovascular disorders 

(hypertension, fluid retention, 

ischaemic heart disease) 

 Timing: most commonly subacute or chronic use; avoid in patients 

with EF<50% 

 Monitoring: blood pressure  

 Management: antihypertensives; refer to cardiologist if any cardiac 

symptoms 

Hypokalemia  Timing: typically occurs within first three months of treatment 

 Monitoring: at least monthly during initial therapy; extra monitoring in 

patients on concurrent non-potassium sparing diuretics (e.g. thiazides) 

 Management: potassium replacement therapy 

Hepatotoxicity  Timing: typically occurs within first three months of treatment 

 Monitoring: Monthly LFT (asymptomatic AST/ALT elevation most 

common; rarely causes fulminant liver failure) 

 Management: dose interruption till LFTs returns to baseline if ALT or 

AST > 5 x ULN, or bilirubin > 3 x ULN; dose reduce thereafter.  

Hyperglycemia  

(assoc. with prednisolone) 

 Timing: occurs acutely, within days of commencing treatment 

 Monitoring: close monitoring of BGLs in patients with brittle diabetes 
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 Management: consider alternate treatment if hyperglycemia cannot 

be management pharmacologically; refer to endocrinologist 

Enzalutamide 160mg daily 

(4x40mg capsules) 

Fatigue  Timing: variable and common 

 Monitoring: conservative monitoring 

 Management: consider dose reduction or alternate treatment 

Cognitive impairment  Timing: typically occurs after several months of treatment; symptoms 

often insidious  

 Monitoring: avoid in patients with pre-existing cognitive impairment 

 Management: consider dose reduction or alternate treatment 

Seizures  Timing: variable 

 Monitoring: absolute contraindication in patients with prior seizures; 

caution/avoid in skull metastases with dural invasion, medications 

that lower seizure threshold (antidepressants, tramadol, sedating 

antihistamines, some antipsychotics) and recent stroke 

 Management: permanent cessation 

Apalutamide 240mg daily 

(4x60mg tablets) 

Rash  Timing: typically occurs within first three months of therapy 

 Monitoring: commonly described as macular/maculopapular in 

appearance  

 Management: topical corticosteroids, oral antihistamines, systemic 

corticosteroids, drug interruption and dose reduction 
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Hypothyroidism  Timing: typically occurs within first three months of therapy 

 Monitoring: regular review of TFTs during initial treatment phase; 

extra monitoring in patients on pre-existing thyroid replacement 

therapy 

 Management: thyroid replacement therapy; refer to endocrinologist 

ALT = alanine aminotransferase; AST = aspartate aminotransferase; BGL = blood glucose level; EF = ejection fraction; LFT = liver function test; 

TFT = thyroid function test;  ULN = upper limit of normal
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