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• Long-term androgen deprivation therapy (ADT) alone for patients with newly-
diagnosed metastatic prostate cancer is associated with a median time to
castration resistance of approximately 13 months1.

• Recently, the addition of docetaxel or androgen receptor signalling inhibitors
(ARSI) at the start of ADT in newly diagnosed metastatic prostate cancer is
associated with improved progression-free survival (PFS) and overall survival
(OS)2,3,4,5,6.

• Serum Prostate specific antigen (PSA) levels at 7 months (<0.2, 0.2-0.4, >4ng/dL)
has been associated with differential outcomes in patients receiving ADT and
docetaxel7.

• There is a need for a tool to identify patients who will develop early resistance
and require alternative or intensified treatments.

• PARADIGM is a prospective, observational, biomarker-focused, translational
cohort study to determine whether the detection of circulating tumour DNA in
plasma (ptDNA) after two or three cycles of standard of care docetaxel
(PARADIGM-D) or ARSI (PARADIGM-A) added at the start of ADT is associated
with a worse clinical outcome in newly diagnosed poly-metastatic prostate cancer
patients (Figure 1).

• Poly-metastatic disease defines as one of the following:
• ≥ 5 bone metastases
• ≥ 1 unequivocal visceral metastases

• Patients should be either of the following:
• Planned to start long-term Luteinizing hormone Releasing Hormone (LHRH)

suppression, or
• Started long-term LHRH antagonist within the last 14 weeks, or
• Started LHRH agonist within the last 16 weeks. When antiandrogens are

used in combination with an LHRH agonist, patients have to have started
within 18 weeks of starting antiandrogens

• Patients should be planned for addition of docetaxel (PARADIGM-D) or ARSI
(PARADIGM-A) within 14 weeks after start of LHRH antagonist (16 weeks if
LHRH agonist is started without anti-androgen) or 18 weeks from start of anti-
androgen with a target of 6 cycles or continuation until progression respectively.

NB: Patients randomised to any of the following experimental drugs; PARPi, PD-
1/PD-L1, AKTi, PSMA-lutetium, if given in combination with ADT + docetaxel or
ARSI, or to the placebo arm in an open-label clinical trial may be recruited

• Concurrent or planned for (i.e. prior to development of castration resistance), treatment with oestrogens, radiotherapy or 
surgery to the primary tumour.

• Prior systemic therapy for prostate cancer other than for LHRHa with or without anti-androgen started within the time 
limits defined in inclusion criteria.

• Any surgery or radiotherapy planned prior to Cycle 4 day 1

Figure 1. Study Design (NCT04067713)

SOC=standard of care; pre-ADT= prior to start of androgen deprivation therapy; ptDNA=plasma tumour DNA, C=cycle, D=Day, WBDWMRI= whole body diffusion weight 
magnetic resonance imaging 

• PFS will be reported separately for PARADIGM-D and PARADIGM-A.
• PARADIGM-D:

• Assumes a 12 month PFS rate of 50% in ptDNA positive (+) and 80% in ptDNA negative (-)
patients, giving a HR of 0.322.

• To achieve at least 95% power, 40 events (12 in ptDNA (+) and 28 in ptDNA (-)) need to be
observed in 65 patients.

• PARADIGM-A:
• Assume a 12 month PFS rate of 60% in ptDNA (+) and 85% in ptDNA (-) patients, giving

a HR of 0.322.
• To achieve at least 90% power, 33 events (11 in ptDNA (+) and 22 in ptDNA (-)) need to

be observed in 65 patients.
• PARADIGM-A will report patients on any ARSI.
• For both cohorts, a two-sided log-rank test with a type I error of 10% is assumed with an expected

dropout rate of 5% per year for both ptDNA (+) and ptDNA (-) patients.
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Secondary Endpoints
• Prostate Cancer Specific Survival (PCSS) defined as time from start docetaxel or ARSI with ADT 

to death from prostate cancer.
• OS defined as time from start of ARSI or docetaxel with ADT to death from any cause.

Translational Research
• Comparison of ptDNA dynamics and PSA kinetics and correlation with PFS and OS.
• ptDNA fraction pre-ADT and association with PFS and OS.
• ptDNA detection on ADT and association with PFS and OS.
• Circulating tumour cell (CTC) dynamics pre and post ADT and association with PFS and OS.
• Utility of WBDWMRI derived imaging biomarkers as a surrogate of response.
• Interrogation of peripheral immune changes and correlation with PFS and OS for docetaxel or 

ARSI.
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• PFS defined as the interval from start of docetaxel or ARSI to disease failure determined by either radiological disease
progression, PSA progression, symptomatic progression or prostate cancer specific death.
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• The study is currently opened in 17 hospital sites across the United Kingdom.
• The first patient was consented in September 2019
• Recruitment is currently ongoing.
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