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• In this study, men with a type of advanced prostate cancer that has spread to other parts of the 
body received treatment with the combination of darolutamide plus androgen-deprivation therapy 
(also called ADT), which lowers male hormone levels in the body, or ADT alone 

• Darolutamide plus ADT worked better than ADT alone in men no matter if the cancer had spread a 
little or a lot throughout the body, reducing the risk of the cancer getting worse or leading to death 
by 70% in men with little cancer spread and by 40% in men with a lot of cancer spread 

• Darolutamide also delayed the time it took for the cancer to become resistant to hormone-
lowering therapy and for prostate-specific antigen (PSA) to rise, and more men receiving 
darolutamide had their PSA drop to very low levels 

• Adverse events were about the same for both groups of men based on the amount of cancer 
spread, and fewer men taking darolutamide stopped treatment because of adverse events 

• Darolutamide was effective and well tolerated in men with advanced prostate cancer who had a 
little or a lot of cancer spread throughout their body, and men who had little cancer spread 
responded to darolutamide well with little treatment burden 

Plain language summary



• ARANOTE was a global, randomized, double-blind Phase 3 study of darolutamide + ADT 
versus placebo + ADT in patients with mHSPC

• In this post hoc analysis, patients were evaluated by disease volume, which was defined 
according to CHAARTED criteria1:

– High-volume: Presence of visceral metastases and/or ≥4 bone lesions with ≥1 beyond the vertebral 
bodies and pelvis

– Low-volume: Disease that does not meet high-volume criteria

Methods

Patients (N=669)
• mHSPC by 

conventional 
imaging

• ECOG PS 0–2
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600 mg BID + ADT 
(n=446)

Placebo + ADT 
(n=223)

Data cut-off: June 7, 2024
Primary endpoint: rPFS by central blind review

Secondary endpoints: OS, time to initiation of subsequent anticancer therapy, 
time to mCRPC, time to PSA progression, rates of undetectable PSA 
(<0.2 ng/mL), time to pain progression (BPI-SF), and safety 

1. Sweeney CJ, et al. N Engl J Med 2015;373:737–746. 
ADT, androgen-deprivation therapy; BID, twice a day; BPI-SF, Brief Pain Inventory (Short Form); ECOG PS, Eastern Cooperative Oncology Group Performance Status; 
mCRPC, metastatic castration-resistant prostate cancer; mHSPC, metastatic hormone-sensitive prostate cancer; OS, overall survival; PSA, prostate-specific antigen; 
rPFS, radiologic progression-free survival.



Baseline demographics and disease characteristics

High-volume Low-volume All patients 
(N=669)Darolutamide + 

ADT (n=315)
Placebo + ADT 

(n=157)
Darolutamide + 

ADT (n=131)
Placebo + ADT 

(n=66)

Age, median (range), years 69.0 (43–93) 69.0 (47–89) 71.0 (47–89) 70.0 (45–91) 70.0 (43–93)

ECOG PS 0, n (%) 149 (47.3) 59 (37.6) 86 (65.6) 39 (59.1) 333 (49.8)

Gleason score of ≥8 at initial diagnosis, 
n (%)

236 (74.9) 110 (70.1) 75 (57.3) 36 (54.5) 457 (68.3)

Metastasis stage at initial diagnosis, n 
(%)
     De novo 245 (77.8) 121 (77.1) 72 (55.0) 47 (71.2) 485 (72.5)

Serum PSA level, median (range), ng/mL 28.9 (0.09–15,915) 27.0 (0.03–8533) 10.9 (0.02–3915) 15.6 (0.02–7050) 21.3 (0.02–15,915)

Visceral metastases (centrally assessed), 
n (%)

53 (16.8) 27 (17.2) 0 0 80 (12.0)

Received prior local therapy, n (%) 52 (16.5) 26 (16.6) 28 (21.4) 14 (21.2) 120 (17.9)



Darolutamide delayed time to mCRPC

CI, confidence interval; HR, hazard ratio; mCRPC, metastatic castration-resistant prostate cancer; NR, not reached. 

High-volume disease Low-volume disease
1.0A

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39

315 293 245 223 198 185 162 141 94 54 25 7 2 0

157

Darolutamide

Number of patients at risk

Placebo 135 113 90 70 55 46 36 22 11 3 0 0 0

Ev
en

t-f
re

e 
pr

ob
ab

ili
ty

Months

1.0B

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

0 3 6 9 12 15 18 21 24 27 30 33 36

131 124 119 116 114 108 106 104 83 56 26 7 0

66

Darolutamide

Number of patients at risk

Placebo 62 54 49 40 33 27 25 20 14 7 2 0

Ev
en

t-f
re

e 
pr

ob
ab

ili
ty

Months



ARANOTE secondary efficacy endpoints by disease volume 

Secondary endpoint Patient 
subgroup

Number of events/number of 
patients

Median (95% CI), months

Darolutamide Placebo Darolutamide Placebo

Time to initiation of 
subsequent systemic 
anticancer therapy

All patientsb 68/446 74/223 NR (NR–NR) NR (27.7–NR)

High-volume 60/315 55/157 NR (NR–NR) 29.6 (25.2–NR)

Low-volume 8/131 19/66 NR (NR–NR) NR (NR–NR)

Time to PSA progression
All patientsb 93/446 108/223 NR (NR–NR) 16.8 (13.9–20.1)

High-volume 79/315 82/157 NR (NR–NR) 13.9 (12.0–17.3)

Low-volume 14/131 26/66 NR (NR–NR) 28.3 (16.8–NR)

Time to pain progression
All patientsb 124/446 79/223 NR (NR–NR) 29.9 (29.7–NR)

High-volume 104/315 62/157 NR (NR–NR) 29.7 (18.9–NR)

Low-volume 20/131 17/66 NR (NR–NR) NR (NR–NR)

aBased on unstratified Cox regression model for high/low volume subgroups. bIncludes all randomized patients according to planned treatment. 

HR (95% CI)a
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Patients with undetectable PSA <0.2 ng/mL) in the 
high-volume and low-volume subgroupsa

aOf those with baseline PSA ≥0.2 ng/mL.
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