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Background: ARASENS has demonstrated the efficacy and safety for darolutamide (DARO) with
androgen deprivation therapy (ADT) plus docetaxel in metastasis hormone-sensitive prostate cancer
(mHSPC). There is a lack of reports for DARO with ADT in mHSPC though the regimen is used in clinical
from time to time. Moreover, recent studies have supported the importance of early and rapid prostate-
specific antigen (PSA) reduction, which correlates with reduced disease progression and improved survival
in patients with mHSPC. This study aims to evaluate PSA reduction as a primary endpoint for DARO with
ADT in the treatment of mHSPC and to evaluate the real-world short-term PSA control of DARO with
ADT from two leading medical centers in China.

Methods: We retrospectively reviewed the clinical records of patients with mHSPC receiving ADT and
DARO (600 mg, b.i.d.). The collection of data spanned from March 1, 2022, to July 31, 2023. The main
observation indicators were PSA level and drug-related adverse events (AE) after medication. PSA levels
were closely monitored prior to treatment initiation and at 2-week intervals, as well as at 1, 3, and 6 months
after the initiation of treatment. We also conducted an analysis to determine the proportion of patients
achieving a PSA reduction of 50% or more (PSA50) and 90% or more (PSA90) as well as the percentage of
patients with a notable decrease in PSA level to 0.2 ng/mL and PSA nadir of <0.02 ng/mL.

Results: Fifty-one patients were included in the study, with a median age of 73 years. At diagnosis of
HSPC, the majority of patients had a Gleason score >8 (n=40, 78.40%) and a median baseline PSA level
of 88 ng/mL. Approximately 45.1% (n=23) of patients had a Charlson Comorbidity Index over 1 and were
receiving one or more nontumor-related treatments. The median follow-up time was 9.3 months (range,
1.16-15.8 months). The median reductions in PSA levels compared to baseline were 84.37%, 91.48%,
94.67% and 99.81% at 2 weeks, 1 month, 3 months and 6 months after administration of DARO with ADT;
respectively. The median time to PSA50, PSA90, significant PSA reduction (PSA <0.2 ng/mL), and PSA
nadir (PSA <0.02 ng/mL) was 0.97, 1.27, 1.98, and 2.08 months, respectively. AE mainly included fatigue (two
patients) and arm pain (one patient), all of which were grade I or Il AE. No grade III or AE were observed.
Conclusions: For treating prostate cancer, DARO with ADT has good early efficacy, demonstrating
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prompt and substantial control of PSA levels, with a favorable safety profile.
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Introduction

Worldwide, prostate cancer (PC) is the second most
common cancer and the fifth leading cause of cancer-
related death (1,2) amongst men. Approximately 80%
to 90% of PCs are androgen-dependent at the initial
diagnosis (3), and thus androgen deprivation therapy (ADT)
is the cornerstone of PC treatment and is involved in
metastasis PC treatment (4). However, castration therapy
alone mainly reduces the androgen level produced by the
testis and cannot inhibit the effects of androgens derived
from the adrenal gland and tumor. A variety of new
androgen receptor signaling inhibitors (ARSIs), such as

Highlight box

Key findings

* Among the 51 patients with metastasis hormone-sensitive prostate
cancer (nHSPC) included in the study, the median age of the
patients was 73 years. The median reduction in prostate-specific
antigen (PSA) level compared to baseline was 84.37%, 91.48%,
94.67% and 99.81% at 2 weeks, 1 month, 3 months and 6 months.
The median time to a PSA reduction of 50%, a PSA reduction of
90%, a significant reduction (PSA <0.2 ng/mL), and PSA nadir was
0.97,1.27,1.98, and 2.08 months, respectively. Adverse events (AE)
mainly included fatigue (two patients) and arm pain (one patient),
all of which were grade I or II AE. No grade III or above AE were
observed.

What is known and what is new?

* Reduction of early and rapid PSA levels will halt disease
progression and improve survival in mHSPC.

¢ Darolutamide, a novel androgen receptor inhibitor, demonstrated
in combination with androgen deprivation therapy can rapidly
and significantly reduce PSA levels in the treatment of mHSPC
patients, with good safety in a real-world setting. These data have
never been reported.

What is the implication, and what should change now?

* Darolutamide provides good early effectiveness in controlling PSA
levels in PC while managing a favorable safety profile. However,
as this study had a small sample size and a short follow-up, further
large-sample studies with an extended follow-up are needed.
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enzalutamide (ENZA), apalutamide (APA), rezvilutamide
with ADT, abiraterone with ADT +/- docetaxel and
also darolutamide (DARO) combined use with ADT +/-
docetaxel have achieved significant clinical benefits and
were recommended by current treatment guidelines for
metastatic hormone-sensitive prostate cancer (mHSPC) (5).
These recommendations are based on clinical trial evidence
demonstrating delayed progression and prolonged
survival of patients with mHSPC treated with one of these
agents plus ADT +/- docetaxel (6-11). Among them, the
effectiveness and safety were evaluated and demonstrated
between DARO with ADT plus docetaxel versus ADT
with docetaxel in ARASENS (12). DARO with ADT in
mHSPC is used in clinical practice from time to time,
probably due to the efficacy and safety profile of DARO
(12,13). However, there is a lack of assessment for clinical
practitioners to refer to.

Moreover, with regard to the surrogate predictors for
treatment or survival, studies have shown that prostate-
specific antigen (PSA) response can predict early treatment
response, particularly when delaying time to castration-
resistant PC (CRPC) (13-15). Post hoc analysis of the
LATITUDE trial showed that the extent of PSA reduction
(i.e., 290% decline) was a key early indicator of improved
longer-term outcomes such as radiographic progression-
free survival (rPFS), metastasis-free survival, and overall
survival (OS) (14). In addition, it has been shown that a
rapid, significant PSA reduction in patients with mHSPC
may serve as an early indicator of treatment effectiveness,
and the degree and rapidity of a PSA response such as a
significant PSA decline of PSA <0.2 ng/mL may also have
prognostic value (14,15).

Based on the above information, we conducted a real-
world retrospective study of DARO combined with ADT
in China, with PSA reduction being used as the primary
endpoint. To our knowledge, this is the first real-world
study to report the efficacy of DARO combined with
ADT in the treatment of Chinese patients with mHSPC.
We set PSA reduction as the primary endpoint and also
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analyzed PSA-related indicators including median time to
a PSA reduction of 50% or more (PSA50), median time to
a PSA reduction of 90% or more (PSA90), median time
to significant PSA decline, and median time to PSA nadir
(T'TN). It is hoped that this study will allow more experts
to understand the value of PSA and the clinical benefits
of DARO combined with ADT for treating mHSPC,
providing reference to clinical practitioners as well. We
present this article in accordance with the STROBE
reporting checklist (available at https://tau.amegroups.com/
article/view/10.21037/tau-24-96/rc).

Methods
Patients and treatment

The study was conducted in accordance with the
Declaration of Helsinki (as revised in 2013). The study
was approved by the institutional review board of Peking
University Cancer Hospital & Institute (No. 2020K'T85)
and Beijing Aerospace Central Hospital (No. 2022-121),
and all patients enrolled in the study provided written
informed consent.

This study retrospectively assessed the short-term PSA
response and safety of DARO plus ADT for mHSPC
patients in the real world. The data collected spanned
from March 1, 2022, to July 31, 2023. The clinical data of
51 patients diagnosed with mHSPC treated with DARO
combined with ADT at the Department of Urology,
Peking University Cancer Hospital & Institute, and Beijing
Aerospace Center Hospital were retrospectively analyzed.
The inclusion criteria for patients were the following:
at least 18 years of age, histologically or cytologically
confirmed PC, and an Eastern Cooperative Oncology
Group (ECOGQG) score of 0 or 1. Meanwhile, the exclusion
criteria were the following: severe cardiovascular disease,
severe liver or kidney disease, and an allergy to DARO.

Generally, the data recorded showed that all 51 patients
with PC received combinatory therapy, comprising ADT
combined with 600 mg of DARO administered twice daily
orally with food. No patient was combined with docetaxel,

all 51 patients were with DARO plus ADT.

Follow-up and observation indicators

The clinical data of the patients were collected by hospital
information electronic medical record system (HIS) of
these two centers, including age; physical status; Gleason
score of puncture pathology; clinical stage; PSA level
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before treatment and at 2 weeks, 1 month, 3 months, and
6 months after treatment; time to PSA50, PSA90, PSA
<0.2 ng/mL, and PSA nadir (<0.02 ng/mL); previous
treatment; and drug-related adverse events (AE). Blood
routine, liver function, renal function, electrolytes, blood
glucose level, blood lipid levels, and testosterone levels were
reexamined every 3 months after the start of treatment with
DARO.

Statistical analysis

Data analysis was performed using SPSS 26.0 (IBM
Corp.) software. A descriptive analysis was performed.
Measurement data are expressed as the median and
interquartile range, while enumeration data are expressed as
percentages.

Results
Baseline data of 51 patients with PC

The median age of the included patients was 73 years. Most
patients had a Gleason score 28 (n=40, 78.4%), and all
patients were initially diagnosed with mHSPC. The median
baseline PSA level was 88 ng/mL and median baseline
of testosterone, and alkaline phosphatase (ALP) levels
were 0.45 ng/mL, and 130 ng/mL, respectively. Of the
51 patients, 42 (82.4%) had a high tumor volume (disease
volume according to CHAARTED), 12 (23.5%) had visceral
metastases, and 33 (64.7%) had developed bone metastases.
The proportion of patients with >3 bone metastases was
as high as 72.7% (24 patients), and 17 patients (33.3%)
developed multiple lymph node metastases. Eighteen
(35.3%) patients had received previous treatment, and the
medication regimens were ADT alone, ADT combined
with bicalutamide (BICA), ADT combined with abiraterone
acetate (AA), and ADT combined with ENZA, among
others. Of the patients, 33 (64.7%) were treated with a first-
line therapy of DARO, 23 (45.1%) patients had comorbidities
such as hypertension, cerebral infarction, and diabetes, and
11 (21.6%) were taking concomitant medications, including
aspirin, ibuprofen, rivaroxaban, clopidogrel, and atorvastatin,
among others (see Tible 1 for details).

PSA response rate in patients treated with DARO

The median follow-up time was 9.3 months (range, 1.16—
15.8 months). Of the 51 patients with PC in this study,
46 had data on their 3-month PSA levels with DARO: 43
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Table 1 Baseline data of 51 patients with prostate cancer

Liu et al. Real world study of darolutaimde plus ADT for mHSPC

Table 2 PSA response rate in patients treated with DARO plus ADT

Characteristics Values PSA response in patients with DARO plus ADT Values

Age (years), median [range] 73 [66, 76] 3-month PSA response, n/N (%)

Gleason score =8, n (%) 40 (78.4) PSA50 43/46 (93.5)

High tumor volume, n (%) 42 (82.4) PSA90 37/46 (80.4)

Visceral metastasis, n (%) 12 (23.5) 6-month PSA response, n/N (%)

Bone metastasis, n (%) 33 (64.7) PSA50 25/27 (92.6)

Bone metastasis (n=3), n (%) 24 (72.7) PSA90 22/27 (81.5)

Multiple lymph node metastases, n (%) 17 (33.3) Reductions in PSA levels (%)

Prior treatment, n (%) 18 (35.3) 2 weeks 84.37

Prior treatment regimen, n (%) 1 month 91.48
ADT + BICA 7 (39.0) 3 months 94.67
ADT + chemotherapy (docetaxel) 3(16.7) 6 months 99.81
ADT + AA 1(5.6) Rate of PSA <0.2 ng/mL, n/N (%) 37/51 (72.5)
ADT + APA 2 (11.1) Time to PSA50 (months), median [IQR] 0.97[0.8, 1.6]
ADT + ENZA 1(5.6) Time to PSA90 (months), median [IQR] 1.27[0.9, 1.97]
ADT alone 3(16.7) Time to PSA <0.2 ng/mL (months), median 1.98 [1.2, 2.87]
Unknown 1(5.6) QR

First-line treatment, n (%) 33 (64.7) 'r::d?atno[lgsl:g nadir of <0.02 ng/mL (months), 2.08 [1.31, 2.97]

Comorbidities, n (%) 23(45.1) PSA, prostate-specific antigen; DARO, darolutamide; ADT,

Concomitant medication, n (%) 11 (21.6) androgen deprivation therapy; PSA50, prostate-specific antigen

Baseline PSA (ng/mL), median [IQR] 88 [13.8, 397.9] reduct.ion by 50% or mot:e; PSAQO, pro§tate—specific antigen

reduction by 90% or more; IQR, interquartile range.
Baseline ALP (ng/mL), median [IQR] 130 [73, 279]
Testosterone (ng/mL), median [IQR] 0.45[0.09, 34.0]

ADT, androgen deprivation therapy; BICA, bicalutamide; AA,
abiraterone acetate; APA, apalutamide; ENZA, enzalutamide;
PSA, prostate-specific antigen; IQR, interquartile range; ALP,
alkaline phosphatase.

(93.5%) had a PSA50 and achieved PSA response, and 37
(80.4%) had a PSA90. Moreover, of the 51 patients with
PC, 27 had data on their 6-month PSA levels with DARO:
25 (92.6%) had a PSA50 and achieved PSA response, and
22 (81.5%) had PSA90. The median reductions in PSA
levels compared to baseline were 84.37%, 91.48%, 94.67%,
and 99.81% at 2 weeks, 1 month, 3 months, and 6 months,
respectively. Of the 51 patients, 37 (72.5%) had a significant
PSA decline (PSA <0.2 ng/mL) within 6 months. The
median time to PSA50, PSA90, significant PSA reduction
(PSA <0.2 ng/mL), and PSA nadir (PSA <0.02 ng/mL) was
0.97, 1.27, 1.98, and 2.08 months, respectively (1able 2).

© Translational Andrology and Urology. All rights reserved.

The rate of change in PSA level in all 51 patients during
DARO + ADT treatment is presented in Figure 1.

DARO-related AE

AE were observed in 3 (5.9%) patients and mainly included
fatigue (two patients) and arm pain (one patient), all of
which were grade I or II AE. No grade III or above AE
were observed, and any AE were effectively controlled after
symptomatic treatment.

Discussion

According to epidemiological statistics, over half of patients
newly diagnosed with PC had metastatic disease and the
annual all-cause mortality rate of patients at this disease
stage is about 16% (15). Notably, if patients are not well
treated at the mHSPC stage, the disease may rapidly
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Figure 1 PSA rate changes after treatment in 51 patients. PSA,
prostate-specific antigen; d, days.

progress to metastatic CRPC (mCRPC), and the patient
mortality rate will also rise abruptly to 56% (16). Therefore,
timely diagnosis and treatment to delay the progression
of mHSPC is particularly crucial to ensuring the survival
benefit and quality of life of Chinese patients with mHSPC.
The disease burden and prognosis of mHSPC in China are
worse than those in developed countries in Europe and the
United States, and the degree of clinical attention is higher.
In the key window period for the treatment of metastatic
PC, delaying the progression of the disease to mCRPC
and prolonging the OS of patients to maximize survival
benefit are important goals and directions for the treatment
of mHSPC in China. The ARASENS trial (17) confirmed
that the combination regimen of DARO is potent and
safe in the treatment of patients with mHSPC, and the
positive superior study results help DARO to establish new
standards in the field of mHSPC treatment.

As a novel type of ARSIs, DARO binds to the receptor
with high affinity and competitively inhibits androgen
binding, androgen receptor nuclear transport, and
androgen receptor-mediated transcription, showing
strong antagonistic activity, thereby inhibiting androgen
receptor function and PC cell growth. The results from
the ARASENS trial (17) indicated that DARO + ADT +
docetaxel significantly improved OS without additional
AE. The combination of DARO + ADT with docetaxel in
patients with mHSPC was shown to be an effective and safe
treatment strategy. DARO and docetaxel did not affect each
other’s pharmacokinetics profile. Moreover, the survival
benefit of the DARO-containing regimen was significantly
reflected in both the high and low tumor volume patients
and the high and low risk patients, especially in patients
with high tumor volume, and the benefit was greater. In
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our study, 82.4% patients had a high tumor volume and
benefited well from treatment. The DEAR trial (18) was
the first study to assess differences in benefits and safety of
three novel ARSIs: DARO, ENZA, and APA. The results
of the DEAR study (18) suggest that DARO has fewer AE,
promotes better medication compliance, and delays disease
progression while ensuring good therapeutic benefit, which
is more in line with the needs of physicians in real-world
clinics. ENZA and APA have similar drug structures, but
DARO is structurally quite distinct from the other ARSI,
which may confer lower blood-brain barrier penetration.

Efficacy of DARO combined with ADT in mHSPC
according to PSA level

In this study, we analyzed the preliminary application of
DARO in patients with mHSPC, and DARO showed good
efficacy in terms of PSA response rate. As mentioned earlier,
PSA can provide information regarding early treatment
response and may thus be helpful for physicians, patients,
and decision-makers in healthcare (12). Post hoc analysis of
the LATITUDE trial showed that ARSIs combined with
ADT produced a significant reduction in PSA level (i.e.,
>90% decline) and that this was a key early indicator of
improved longer-term outcomes such as rPFS, metastasis-
free survival, and OS (13). Thus, a significant reduction in
PSA after initiation of ARSI therapy in combination with
ADT is associated with delayed disease progression and
improved survival compared with the absence of such a
response or no response. In our study, the 3-month PSA
results were as follows: 43 (93.5%) patients had a PSAS0,
and 37 (80.4%) had a PSA90; the 6-month PSA results with
DARO were as follows: 25 (92.6%) patients had a PSAS50,
and 22 (81.5%) had a PSA90. The median reduction in
PSA levels compared to baseline was 84.37%, 91.48%,
94.97%, and 99.81% at 2 weeks, 1 month, 3 months, and
6 months, respectively. The PSA50 and PSA90 response
rates in our study differed from those of other studies, which
may be explained by differences in patient experiences,
clinical characteristics, or medical management between
those treated in clinical trials and real-world settings. The
data obtained in our study may have a favorable impact
on prognosis and certainly require warrant validation.
However, the OS data from our study are immature, and
the relationship between PSA and OS remains unclear.

A rapid and substantial PSA reduction in patients with
mHSPC may serve as an early indicator of treatment
effectiveness (14). To date, at least five ARSI trials have
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reported a beneficial association between attainment of a
rapid, substantial PSA reduction and longer-term outcomes
related to disease progression and survival in advanced PC
(19-23). Among these, one study compared patients with
PSA50, PSA90, and PSA <0.2 ng/mL against those with
no response, and a deeper PSA response was associated
with better and longer PFS and OS (23). In our study, the
median time to PSA90 was 1.27 months, and in another
real-world study (24), the median time to PSA90 over the
entire observation period (i.e., the time by which 50% of
the population had the response) was 3.1 months for the APA
cohort and 5.2 months for the ENZA cohort. The authors
suggested that the highly consistent results in PSA90
and relatively fast time to response among patients with
mHSPC who received APA demonstrated the promising
effectiveness of APA in inducing a rapid, substantive PSA
response. In our study, the times are, in fact, faster, which
may suggest a better prognosis; however, this still needs to
be validated by head-to-head studies in the future.

It is important to identify risk or protective factors as a
surrogate indicator when implementing early preventive
measures, to prolong the time from initial mHSPC to
confirmed mCRPC, and to predict the time of CRPC
occurrence or survival in advance to guide clinical
treatment. A deep PSA decline of PSA <0.2 ng/mL and a
T'TN may be surrogate indicators. The percentage of those
who experienced a significant PSA reduction was 72.5%,
and the median time to PSA <0.2 ng/mL was 1.98 months
in our study. As the post-hoc analyses of the CHART trial
and the TITAN trial, which were presented at the 2023
European Society for Medical Oncology conference, there
was a significant association found between PSA <0.2 ng/mL
and OS in patients with mHSPC treated with ARSIs. This
suggests PSA <0.2 ng/mL may be surrogate biomarkers
of a survival endpoint in mHSPC (25,26). In our study,
the median TTN was 2.08 months. In another study (27),
the was a significant correlation demonstrated between
TTN and the onset of CRPC, with a shorter TTN being
associated with faster CRPC progression. The dynamic
change index of PSA has been used as a standard indicator
to predict the time of mCRPC progression, and the widely
accepted view is that the faster the rate of PSA decline is,
the better the prognosis (28). In recent years, more evidence
has suggested that a longer T'TN is closely associated with
longer PES (29). Morote et al. found that the faster the PSA
decreases to the lowest value, the shorter the PFS and OS (30).
Some clinicians generally hold the view that a sharp decline
in PSA is always associated with a better response; for
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instance, one study suggested that a longer time taken to
achieve a PSA nadir may represent a state of sustained
androgen sensitivity following ADT treatment (30).

Efficacy in mHSPC with visceral metastases, >8 Gleason
score or bigh tumor volume

The proportion of patients with mHSPC and visceral
metastasis in the Chinese population is higher than that in
Europe and the United States (31,32). In the ARASENS
trial (17), for those with mHSPC and visceral metastases,
DARO increased OS as compared to placebo [hazard ratio
(HR) =0.79; 95% confidence interval (CI): 0.55-1.14].
However, the TITAN trial (8) and the ARCHES trial (33)
showed no benefit of APA or ENA for patients with
mHSPC and visceral metastases, respectively. The CHART
trial also found no benefit of rezvilutamide for patients
with mHSPC and visceral metastases despite all patients
having high-volume disease burden (34,35). Our results are
consistent with the ARASENS trial: in patients with visceral
metastases, the median reductions in PSA levels compared
to baseline were 87.95%, 91.33%, and 97.19% at 2 weeks,
1 month, and 3 months, which was consistent with the
overall population.

The baseline characteristics of 51 patients from our two
centers were, to some extent, representative of the Chinese
region. In the Chinese subgroup of ARASENS, there were
82.7% wvs. 85.7% of patients with Gleason score >8 and
76.9% vs. 86.7% of patients with high tumor volume in
DARO arm and controlled arm respectively. While the
proportion in our data of Gleason score >8 and high tumor
volume 78.4% and 82.4%, implying the severity of these
mHPSC patients. However, with the treatment of DARO
plus ADT, the median reductions in PSA levels compared
to baseline were 85.62%, 90.67%, and 95.33% at 2 weeks,
1 month, and 3 months in patients with Gleason score >8
and 87.4%, 92.12%, and 95.67% with patients with high
tumor volume.

First- and second-line DARO with ADT in mHSPC

In our study, 18 (35.3%) patients received prior treatment,
including ADT alone, ADT combined with BICA, ADT
combined with AA, and ADT combined with ENZA, among
others. We collected the patients’ PSAs level at 2 weeks,
1 month, and 3 months after treatment, and the results
indicated that two patients had an increased PSA level
3 months after treatment, with the remaining 16 patients

Transl Androl Urol 2024;13(3):433-441 | https://dx.doi.org/10.21037/tau-24-96



Translational Andrology and Urology, Vol 13, No 3 March 2024

exhibiting a PSA level decrease. These patients’ median
reductions in PSA levels compared to baseline were 73.17%,
85.33%, and 85.77% at 2 weeks, 1 month, and 3 months,
respectively. The PSA decline was not different from that of
the overall population.

Of these 18 patients, four received first-line ADT
combined with other types of ARSIs (two APA, one ENZA,
and one AA) due to AE: AA was associated with increased
alanine aminotransferase (ALT) and aspartate transaminase
(AST) levels during treatment, with discontinuation still not
decreasing these levels; APA was associated with rash; and
ENZA was associated with allergic reactions. A switch to a
second-line regimen of DARO could further reduce PSA
level, which was safely controllable, fully demonstrating the
good safety and clinical benefit of DARO.

Safety and drug-drug interactions

The incidence of AE of DARO was 5.9%, all of which
were grade I and II and improved after adjustments
of the drug dose and symptomatic treatment, and no
patient discontinued the drug due to AE, demonstrating
the good safety of the drug. This can be attributed to
the fact that DARO, which is an ARSI with a distinctly
different structure than ENZA and APA, exerts fewer side
effects, potentially due to decreased blood-brain barrier
penetration (36). In another study, DARO demonstrated
a significant benefit to OS in patients with nonmetastatic
CRPC in the CRPC setting and was able to maintain quality
of life (10). DARO displays a favorable safety profile with
only few drug-drug interactions (37). Due to the fact that
the majority of patients with PC are elderly (median age of
73 years in our study), comorbidities are very common, and
thus the safety of the medication is critical. DARO, as the
safest agent among ARSIs, has minimal treatment impact
on comorbidities and may represent a safer option for those
with PC (38).

In this study, approximately 45.1% (n=23) of patients had
a Charlson Comorbidity Index over 1 and were receiving
one or more nontumor-related treatments. However,
because there are few drug-drug interactions with DARO,
treatment impact on co-morbidities was minimal. No
reported AE or drug dose modifications related to drug
interactions occurred in this study, and no additional AE
were identified. We know that PC itself is a disease that
requires long-term management, and it is crucial to select
a drug with good safety and little effect on the treatment
of co-morbidities; PC with cardiovascular disease is very
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common, and 23 patients in this study had comorbidities,
of whom 11 (47.8%) had cardiovascular disease and were
taking atorvastatin and clopidogrel. APA and ENZA are
inducers of multiple subtypes of cytochrome P450 enzymes,
including CYP3A4, CYP2C9, CYP2C19, and so on, and
simultaneous administration of drugs such as atorvastatin
and clopidogrel may cause an increase in the AE due to
these two drugs; therefore, DARO was selected as the safer
choice.

Limitations

The limitations of this study include its retrospective
design, small sample size, and short follow-up time and
potential AE not reported by patients. An extended follow-
up is still needed at a later stage of research.

Conclusions

The results of this study preliminarily indicate that ADT
combined with DARO has significant efficacy and good
safety in the treatment of real-world patients with PC, most
patients can achieve rapid and profound control of PSA
levels. We anticipate examining more multicenter clinical
study data to verify the efficacy of DARO in all patients
with PC, which may allow more of these patients to benefit
clinically.
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