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ARANOTE POST-HOC ANALYSES: EFFICACY AND SAFETY
OF DAROLUTAMIDE BY BASELINE COMORBIDITIES AND
CONCOMITANT MEDICATIONS'

OBJECTIVE

To report outcomes in patients with mHSPC

METHODOLOGY

This was a post-hoc analysis of the Phase |l
treated with darolutamide + ADT or placebo ARANOTE trial; patient subgroups were
subdivided by <5 or 25 comorbidities or

concomitant medications at baseline

+ ADT according to comorbidities and

concomitant medications at baseline*

Darolutamide + ADT showed
a consistent benefit in rPFS vs
placebo + ADT across comorbidity
and concomitant medications

subgroups

rPFS results were also consistent
across different types of health
problems, including metabolic,
cardiovascular, renal or urinary,

gastrointestinal and musculoskeletal

The incidence and severity of TEAEs
were generally similar between
darolutamide + ADT and placebo +
ADT across comorbidity subgroups,
with slightly higher incidences in

disorders patients with more comorbidities

Ongoing comorbidities <5 Ongoing comorbidities 25

DARO +ADT
Median NR (95% CI 30.0-NR)

DARO +ADT
Median NR (95% CI NR-NR)

PBO +ADT
Median NR (95% CI 14.2-NR)

rPFS Probability
rPFS Probability

PBO + ADT
Median 25.0 (95% Cl 16.6-NR)

HR 0.46 (95% Cl 0.32-0.65) HR 0.58 (95% Cl 0.36-0.93)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 (I) é é IQ 1‘2 1‘5 1‘8 2‘1
Patients at risk, n Months pationts at risk, n Months

DARO +ADT 257 246 220 208 195 184 168 156 103 65 32 6 1 0 DARO +ADT 138 130 123 "7 105 98 94 87
PBO +ADT 129 14 103 91 83 64 54 47 34 19 8 0 0 0 PBO+ADT 76 68 60 52 42 34 33 30

Ongoing concomitant medication <5 Ongoing concomitant medication 25

DARO +ADT
Median NR (95% CI NR-NR)

DARO +ADT
Median NR (95% CI 30.5-NR)

o o o
o N o

PBO + ADT do—ow
Median 25.1 (95% CI 19.2-NR)

o
~

PBO + ADT
Median 25.0 (95% CI 16.6-NR)

rPFS Probability

rPFS Probability
o o o o
SN W o

HR 0.48 (95% CI 0.32-0.72)

HR 0.61 (95% C1 0.38-0.97)

0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24

Patients at risk, n Months Patients at risk, n Months
DARO +ADT 181 172 160 146 137 128 "7 107 79 48 DARO +ADT 160 151 142 130 118 110 104 101 70
PBO +ADT 102 920 85 75 70 54 44 41 26 18 PBO+ADT 74 65 56 50 41 33 32 25 20

Adapted from Saad F, et al. American Society of Clinical Oncology Genitourinary Congress 2026. Abstract 178.
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NDROGEN-ECEPTOR PATHWALY INHIBITORS TRIPLET

Efficacy and tolerability Treatment efficacy with
of darolutamide + ADT vs

placebo + ADT was consistent

darolutamide was maintained
even in patients with

across subgroups, regardless multiple comorbidities and
of the number of comorbidities polypharmacy, supporting
(<5 or 25) or concomitant its real-world use in an older

medications (<5 or 25) population, which is commonly

seen in clinical practice

HERAPY (ARAAT) STUDY?

This was a retrospective cohort analysis and not a head-to-head clinical trial.

OBJECTIVE

To report real-world effectiveness outcomes in

METHODOLOGY

The ARAAT study was a retrospective
patients with mHSPC receiving triplet therapy chart review cohort study utilising US-
with darolutamide + ADT + docetaxel (DAR),

or abiraterone + ADT + docetaxel (ABI)

based electronic medical records. IPTW
and multivariate Cox proportional hazard
models were applied to account for baseline

Abiraterone + ADT + docetaxel is not licensed in the UK. confounding factors* *

Of 592 eligible patients with mHSPC, 368 (62%) received DAR and 224 (38%) received ABI

/

Median OS and PFS were longer

Median OS

DAR: 36.3 months (95% CI 31.4, NR)
ABI: 34.0 months (95% Cl 28.2, 43.0)

0.8 - Unadjusted HR: 0.67 (95% C1 0.48, 0.93); P=0.018

in patients receiving darolutamide

0.7

0.6 -

+ ADT + docetaxel compared with

0.5

those receiving abiraterone + ADT +

0.4

Probability of survival

docetaxel

/

Patients who received darolutamide-

0.3+
02

0.1
O censored
0.0 T T T T T T T

24 months 30 months 36 months 42 months

0 months 6 months 12 months 18 months

Number of subjects at risk

DAR 368 358 293 201 97 23 1
ABl 224 213 180 128 95 55 27

At-risk subject counts were calculated as at start of timepoint.

based treatment also had

improved outcomes in terms of
Median PFS
the probability of achieving a PSA

1.00
DAR: 24.9 months (95% CI 21.2-28.7)

level <0.2 ng/mL, median time to

091 ABI: 16.9 months (95% CI 13.4-19.6)

0.8

treatment discontinuation, and to the

Unadijusted HR: 0.67 (95% CI 0.54-0.85): P<0.001

0.7

next treatment

0.6

0.5

0.4

0.3

Probability of progression

0.2 -
0.1 -
O censored

0.0 T T T T
6 months 18 months 24 months 30 months 36 months 42 months

0 months 12 months
Number of subjects at risk

DAR 368 323 244 154 67 15
ABI 224 179 120 77 50 27

At-risk subject counts were calculated as at start of timepoint.

Adapted from Morgans A, et al. American Society of Clinical Oncology Genitourinary Congress 2026. Abstract 82.
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ANALYSIS OF CUALITY-ADJUSTED 'IME "WITHOUT “YMPTOMS OR
OXICITY (Q-TWiST) IN PATIENTS WITH mHSPC?®

In this real-world study, patients who received darolutamide triplet therapy
had improved clinical outcomes compared with those who received

abiraterone triplet therapy

OBJECTIVE

To compare quality of life-adjusted survival of patients with mHSPC receiving darolutamide + ADT
+ docetaxel compared with placebo + ADT + docetaxel using data from the ARASENS trial * * *

Q-TWiST METHODOLOGY

Compares variation in efficacy and toxicity between treatment arms
Assumes that patients progress through a set of measurable health states

1[0)4

TWiST

Time Without
Symptoms or Toxicity

Time in RELapse or
disease progression

Time with TOXicity
|I|l

Time spent in each health state was estimated by the 53-month restricted mean using
grade 3 or 4 AE, OS, and time to mCRPC data from ARASENS

Q-TWiST is the weighted sum of time spent in each health state.
Truncation time was set below the shorter of the maximum follow-up periods from the 2 arms, which was 53.6 months for TOX; thus, 53 months was selected.

Adapted from Maiorano BA, et al. American Society of Clinical Oncology Genitourinary Congress 2026. Abstract 133.

Patients receiving darolutamide triplet therapy (n=651) compared with placebo + ADT + docetaxel (n=654):

had an additional 6.3 months of survival without symptoms or medical complications (p<0.001)
had a 16% relative improvement in quality time without symptoms or medical complications

Darolutamide

B ox
B st
B

Survival probability
Survival probability

15 20 25 30 35 40 45 . 0 5 10

Time, months

o0 5 10 15 20 25 30 35 40

Time, months

45 50 55 60

Patients at risk, n

654 637 596 565 517 483 441 413 378 218 49
654 580 413 289 217 173 143 127 105 38 4
654 203 155 121 98 83 72 65 61 29 5

Endpoint  Patients at risk, n
OS 651 639 625 593 556 519 486 458 427 267 Oos
mCRPC 651 594 530 465 404 366 340 316 290 132 m CRPC

TOX 651 257 219 188 167 154 137 124 110 59 TOX

Endpoint

Adapted from Maiorano BA, et al. American Society of Clinical Oncology Genitourinary Congress 2026. Abstract 133.
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Abbreviations

These findings support the use
of the ARASENS regimen as
a treatment option in mHSPC,

The tolerability results from
the Q-TWiST analysis
were consistent to those

demonstrated in the ARASENS
trial

and may help physicians
balance the survival benefits
of treatment with darolutamide
against the potential medical
complications

ABI, abiraterone + ADT + docetaxel; ADT, androgen deprivation therapy; AE, adverse event; Cl, confidence interval; DAR, darolutamide + ADT +
docetaxel; DARO, darolutamide; HR, hazard ratio; IPTW, inverse probability of treatment weighting; mCRPC, metastatic castration-resistant prostate cancer;
mHSPC, metastatic hormone-sensitive prostate cancer; NE, not estimable; OS, overall survival; PBO, placebo; PFS, progression-free survival; PSA, prostate-
specific antigen; REL, time in relapse or disease progression; rPFS, radiological progression-free survival; TEAE, treatment-emergent adverse event; TOX,
time in toxicity; TTD, time to treatment discontinuation; TTNT; time to next treatment; TWiST, time without symptoms or toxicity.

* ARANOTE was a randomised, double-blind, placebo-controlled, Phase Il trial enrolling patients with mHSPC. Patients received darolutamide + ADT
(n=446) or placebo + ADT + docetaxel (n=223). The primary endpoint was rPFS; OS was a key secondary endpoint. Darolutamide + ADT significantly
reduced the risk of progression or death by 46% vs placebo + ADT, absolute risk at 2 years was 18.2% (HR: 0.54; 95% Cl: 0.41-0.71; p<0.0001), with
median rPFS not reached in the darolutamide + ADT group versus 25.0 months in the placebo+ ADT group.*

** Analysis used the US-based Concert Al Patient360 database; patients initiated therapy between Jan 2020-Jan 2025. Baseline confounding factors
included age, race, insurance type, baseline PSA value, physician setting, region, ECOG PS, and time from metastasis to index date. Endpoints included
time to PSA <0.2 ng/mL, TTD, TTNT, PFS and OS.

*** ARASENS was a randomised, double-blind, placebo-controlled, Phase Il trial enrolling patients with mHSPC. Patients received darolutamide + ADT
+ docetaxel (n=651) or placebo + ADT + docetaxel (n=654). The primary endpoint was OS. Darolutamide + ADT + docetaxel reduced the risk of death by
32.5% vs placebo + ADT + docetaxel, absolute risk at 4 years was 12.3% (HR: 0.68; 95% Cl: 0.57-0.80; p<0.0001). Median OS was not reached in the
darolutamide group vs 48.9 months with placebo + ADT + docetaxel.®
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Either click here or scan the QR code for prescribing information and adverse
event reporting information for NUBEQA (darolutamide). For direct access to this

prescribing information, please ensure your device’s browser settings have automatic
PDF download enabled.
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Adverse events should be reported. Reporting forms and information can be found at https://yellowcard.mhra.gov.uk/. Adverse events should also
be reported to Bayer plc on 0118 206 3500 or pvuk@bayer.com.
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