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L E T T E R TO TH E ED I TOR

From treatment escalation to ultra de‐intensification: When
androgen‐deprivation therapy alone remains a rational
choice in metastatic hormone‐sensitive prostate cancer

We read with great interest the article by Tsung et al. on the evolving

management of metastatic hormone‐sensitive prostate cancer

(mHSPC) and the ongoing debate between treatment intensification

and de‐intensification.1 We would like to expand this discussion by

pointing out a relevant clinical scenario that is often overlooked: the

potential role of androgen‐deprivation therapy (ADT) alone—without the
addition of chemotherapy or novel hormonal agents—in carefully

selected patients.

Although robust evidence supports early intensification with

ADT plus a novel hormonal agent or chemotherapy,2 there remains a

subset of patients for whom ADT monotherapy may be a propor-

tionate and patient‐centered option. This is particularly the case for

men with metachronous and low‐volume disease, as defined by

conventional imaging, for men of advanced age or those with frailty,

in whom competing risks may outweigh the incremental survival

gains; for individuals with substantial comorbidities, such as cardio-

vascular disease, that confer heightened vulnerability to systemic

toxicities; and for patients with poor performance status, in whom

the tolerability of intensified regimens is limited (Table 1).

Real‐world practice indicates that older and functionally

impaired patients are less likely to receive intensification, and

retrospective analyses suggest that individuals with limited life ex-

pectancy, low body mass index, or high comorbidity burden may die

from competing causes before castration resistance develops—

rendering escalation of questionable net benefit in some patients.3,4

Moreover, although many patients with mHSPC progress to

castration‐resistant disease within 2–3 years, the marginal utility of

intensification may be attenuated in these vulnerable subgroups,

particularly when health‐related quality of life is prioritized.5

Therefore, believe that prospective studies should explicitly inves-

tigate the role of ADT monotherapy in this context, incorporating vali-

dated geriatric assessments, comorbidity indices, and patient‐reported

outcomes. A truly personalized treatment paradigm for mHSPC not only

should embrace therapeutic escalation where appropriate but also

should acknowledge the continued relevance of judicious de‐escalation

to ADT alone in carefully defined clinical scenarios.
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TAB L E 1 Clinical features guiding consideration of

androgen‐deprivation monotherapy in metastatic
hormone‐resistant prostate cancer.

Disease burden Low‐volume diseasea

Age and frailty Advanced age, frailty, or limited life expectancy

Comorbidities Significant cardiovascular, metabolic, or other

systemic comorbidities increasing treatment risk

Performance

status

ECOG ≥2 or Karnofsky <70, with reduced tolerance

to systemic therapies

Other prognostic

factors

Low BMI, sarcopenia, or competing risks of

mortality within 2–3 years

Patient

preferences

Desire to avoid treatment toxicity or complex

therapeutic regimens

Abbreviations: BMI, body mass index; ECOG, Eastern Cooperative

Oncology Group.
aLow‐volume was determined by conventional imaging (e.g., four or less

bone lesions, no visceral metastases).
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