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ABSTRACT ARTICLE HISTORY
Objective: This article presents a summary of the 2025 Swedish prostate cancer guidelines, focusing Received 11 December
on recurrence after local treatment, metastatic disease, and castration-resistant prostate cancer. 2025

Results: The 2025 Swedish guidelines introduce several important updates. Prostate specific mem- ~ Accepted 7 February 2026

brane antigen (PSMA)-PET/CT is recommended only when PSA exceeds 0.2 ug/L, and reporting should ~ Published 21 April 2026

follow the defined PSMA-RADS-scale. PSMA-PET/CT is preferred over lymph-node dissection for stag-
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ing. A strong recommendation is issued for radiotherapy to the primary tumour in all oligometastatic Prostate cancer; guideline;
men with a life expectancy > 5 years, whereas metastasis-directed therapy is restricted to clinical recurrence; treatment;
trials. Systemic treatment pathways now prioritise androgen receptor pathway inhibitors (ARPI) plus metastatic; castration
androgen deprivation therapy (ADT), with triple therapy (including docetaxel) used more selectively. resistant

Pathway-specific staging algorithms have been revised. The oly (ADP-ribose) polymerase inhibitor
(PARPI) section has expanded, with broader genomic-based selection and integration into treatment
sequencing. Two new chapters and an appendix address cardiovascular risk assessment before ARPI
or chemotherapy. Supportive care is substantially strengthened.

Compared with the EAU-EANM-ESTRO-ESUR-ISUP-SIOG Guidelines on Prostate Cancer 2025, the
Swedish guidelines 2025 applies PSMA-PET/CT more conservatively, restricts PSMA-guided nodal
salvage therapy, and issues a more universal recommendation for local radiotherapy in oligometa-
static disease. The Swedish guidelines 2025 prioritise ARPI + ADT and limit triple therapy and PARPi
combinations due to regulatory and reimbursement constraints. PARPi are largely reserved for
BRCA1/2-mutated disease. The Swedish guidelines 2025 provide a more comprehensive framework
for rehabilitation and survivorship.

Conclusions: The 2025 Swedish prostate cancer guidelines introduce multiple new recommendations
and differ in several aspects from the European guidelines.

Introduction more mature evidence base than at any previous time. Although
the same body of trial evidence and supporting studies is avail-
able to all national and international committees, the recom-
(PCa) have been reported in recent years. Consequently, guide-  mendations derived from these data may differ. Such variation
line development groups now have access to a broader and reflects not only differences in healthcare infrastructure,

Many influential randomised clinical trials in prostate cancer
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resource availability, and population characteristics but also the
inherently interpretative nature of translating primary scientific
findings into clinical guidance. In this context, making national
guideline summaries accessible in English is valuable, as it ena-
bles comparison across countries and invites constructive inter-
national dialogue.

This review summarises changes concerning recurrence after
local treatment, metastatic disease, and castration-resistant
prostate cancer in the updated version of the Swedish national
prostate cancer guidelines, published in September 2025
(Swedish Guidelines 2025) [1]. Particular emphasis is placed on
newly introduced recommendations informed by important
recent clinical trials, as well as on areas where Swedish guidance
diverges from current EAU-EANM-ESTRO-ESUR-ISUP-SIOG
Guidelines on Prostate Cancer (EAU Guidelines) [2, 3].

Independent of treatment modality, patients’ support needs
should be systematically assessed at regular intervals, and
tailored interventions should be delivered in accordance with
the basic, specific, advanced, or highly advanced level of
requirement.

The National Prostate Cancer Guidelines Group

The first Swedish national prostate cancer guidelines were pub-
lished in 2014, and they have been annually revised since then.
The work and the constitution of the guidelines group was
described in the previous publications in 2022 [4, 5], including
the close collaboration with the National Prostate Cancer
Register of Sweden (NPCR) [6, 7].

Recurrent disease

Biochemical recurrence after radical prostatectomy

The Swedish Guidelines 2025 introduce substantially more
detailed and conservative guidance for biochemical recurrence
(BCR), refined prognostic modelling, clearer management of
persistent prostate specific antigen (PSA), and updated

recommendations for endocrine therapy combined with sal-
vage radiotherapy (RT) than the Swedish Guidelines 2022 (Table
1).

BCR, as well as a persisting measurable PSA, after radical
prostatectomy is evaluated using postoperative PSA kinetics,
pathological risk factors, life expectancy, and the likelihood of
metastatic disease. PSA values < 0.09 pg/L usually reflect benign
residual tissue and should be reported as < 0.1 pg/L [8]. A first
postoperative PSA > 0.1 pg/L after 4-8 weeks should be re-
tested after 3-4 weeks; persistent elevation warrants
multidisciplinary assessment, as it may indicate metastatic
disease.

Salvage RT is the only potentially curative option and should
be initiated early in patients with BCR and > 10 years’ life
expectancy. Men with low-risk recurrence (Gleason grade group
[GG] < 3 and PSA doubling time [PSA-DT] > 12 months) have
minimal metastatic potential and can often be managed with
surveillance, particularly when life expectancy is short [9].
Nomograms incorporating pathological grade, PSA-DT, and
time to recurrence may refine risk stratification.

PSMA-PET/CT is recommended for patients with high-risk
features - such as failure of PSA to decline below 0.1 pg/L, a PSA
doubling time < 6 months, PSA > 0.5 pg/L, seminal vesicle
invasion, or Gleason pattern 5. In addition, given the low
sensitivity at PSA < 0.2 pg/L, the modality is recommended only
once PSA exceeds 0.2 pg/L. The EAU guidelines recommend a
broader use of Prostate Specific Membrane Antigen Positrone
Emission Tomography/Computed Tomography (PSMA-PET/CT)
even at low PSA levels and support multimodal salvage
treatment strategies while the Swedish Guidelines 2025 are
more conservative (Table 2). A national standardised PSMA-
RADS-based reporting template is recommended [10].
Conventional imaging adds little diagnostic value at PSA levels
relevant to salvage therapy.

Recommended salvage RT doses are 64 Gy for GG 1-3 disease
with PSA < 0.5 pg/L and 70 Gy for higher-risk disease [11].
Adjuvant endocrine therapy may improve outcomes in selected
high-risk patients, with 2 years of bicalutamide preferred when

Table 1. Principal differences between the Swedish National Guidelines 2022 (NVP 7.0) and the updated 2025 edition (NVP 10.0) across the respective

clinical domains.

Clinical Domain Version 2022 (NVP 7.0)

Version 2025 (NVP 10.0)

PSMA-PET More permissive use in primary staging

and recurrence

Local treatment to the primary tumour
encouraged; metastasis directed therapy
available but not standardised
Integration of apalutamide and docetaxel
evolving; less structured escalation
Olaparib introduced for BRCA1/2
mutation carriers

Oligometastatic Disease

Systemic Treatment

- mHSPC

Systemic Treatment -
mCRPC & PARP inhibitors
Cardiovascular
Assessment
Rehabilitation &
Survivorship

Limited mention

General guidance on rehabilitation and
sexual health.

Explicitly not recommended at PSA < 0.2 pg/L; PSMA-RADS required for
reporting; PSMA-PET preferred over lymph-node dissection for staging

Strong recommendation for RT to the primary tumour for all oligometastatic
men with > 5-year life expectancy; metastasis directed therapy restricted to
clinical trials

Clear prioritisation of ARPI + ADT; triple therapy used more selectively;
updated staging pathways

Broader PARP inhibitor section; expanded genomic-based selection; integrated
into treatment sequencing

Two new dedicated chapters + a new appendix for CV risk assessment prior to
ARPI or chemotherapy

Significantly expanded: structured rehabilitation, e-health tools (e.g. TAT-m),
enhanced sexual health guidance, stronger psychosocial support, and

integration of ePROM.

Physical Activity Recommendations present but brief

Detailed requirement for physiotherapist-guided aerobic and resistance

training, especially for patients receiving ADT
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Table 2. Key divergences between the EAU-EANM-ESTRO-ESUR-ISUP-SIOG Guidelines on Prostate Cancer (EAU Guidelines) and the Swedish National

Guidelines 2025 (NVP 10.0) within each relevant clinical domain.

Disease Area EAU Guidelines 2025

Swedish National Guidelines (NVP 10.0)

Management of

Biochemical < 0.2 pug/L, when available and clinically justified.

Recurrence After . Broader use of PSMA-guided nodal salvage treatments.

Curative Treatment

related trials

Oligometastatic
Prostate Cancer
(cN1/M1 limited)

planning

darolutamide)

Metastatic - Favours intensive upfront systemic escalation in fit patients
Hormone-
Sensitive Prostate . | ocal radiotherapy considered for low-volume disease
Cancer (mHSPCQ)

+ Extensive sequencing options: ARPI, taxanes, PARP

inhibitors, radioligand therapy

Castration- « Multiple PARP inhibitor combinations recommended based
Resistant Prostate on genomic status
Cancer (CRPC) - Less emphasis on supportive care structure; focuses on

treatment sequencing

Rehabilitation and
survivorship

General principles regarding QoL and toxicity

« PSMA-PET recommended even at low PSA values, including

Local treatment of the primary tumour recommended in
men with low metastatic burden, based on STAMPEDE and

Metastasis-directed therapy (MDT), including stereotactic
ablative radiotherapy, can be offered in selected cases.

Extended use of PSMA-PET in staging and treatment

Broad recommendation for combination systemic therapy,
including ARPI + ADT or triple therapy (ADT + docetaxel +

« PSMA-PET not recommended at PSA < 0.2 pg/L due to limited
sensitivity.

Nodal salvage RT may be considered only selectively and
typically combined with 6 months of ADT.

Strong, explicit recommendation to irradiate the primary
tumour in all oligometastatic patients with an expected survival
> 5 years and no contraindications

MDT is restricted to clinical trials.

More conservative approach to nodal treatment; PSMA-PET
used but interpreted within stricter national algorithms

ARPI + ADT is the primary recommended standard; triple
therapy is used more selectively due to Swedish health-
economic and regulatory considerations

Local radiotherapy similar to EAU, but applied with more
conservative patient selection

Broader PSMA-PET use in EAU; NVP applies stricter criteria and
PSMA-RADS reporting standards

Systemic therapy restricted by national reimbursement
decisions (NT-radet).

PARP inhibitors primarily recommended for confirmed BRCA1/2
mutations; broader combinations used more cautiously.
Strong emphasis on cardiovascular risk assessment,
structured supportive care, rehabilitation, and management of
treatment-related adverse effects

Extensive dedicated chapters: physiotherapy-based physical
activity, ePROM monitoring, sexual health, psychosocial
support, urotherapy, e-health tools

PSA = 0.7 pg/L, or 4-6 months’ androgen deprivation therapy
(ADT) when pelvic nodal fields are treated [12, 13].

The combination of short-term ADT and elective pelvic nodal
irradiation to prostate-bed salvage RT further improves
progression-free survival and reduces PCa-specific mortality,
though with increased acute toxicity [14]. For patients with
limited pelvic nodal recurrences, elective nodal irradiation
showed better metastasis-free survival than metastasis-directed
therapy but increases urinary toxicity [15].

PSA-DT based risk stratification and the concept of ‘EAU
low-risk BCR' are newly integrated, promoting surveillance in
favourable cases. Patients with slowly rising PSA and Gleason <
7 typically have excellent long-term outcomes. Observation is
appropriate when PSA rises slowly (> 12 months), or life
expectancy is < 10 years; hormonal therapy is reserved for
PSA-DT < 6 months, PSA > 5-10 pg/L or symptomatic
progression [9]. Enzalutamide as monotherapy or in
combination with ADT is EMA-approved for non-metastatic
high-risk PSA relapse, though not yet reimbursed in Sweden
[16, 17]. Hormonal therapy is recommended for palpable
recurrence in patients not eligible for salvage radiotherapy,
with bicalutamide 150 mg daily as the preferred option. This
differs from international guidelines due to the lack of overall
survival data for alternative agents and the reimbursement
status of enzalutamide in Sweden [18]. For metastatic disease
after prior local therapy - see Section 4.

The use of bicalutamide as first choice in patients with
localised recurrence, not suitable for salvage treatment, is also a

difference in recommendation based on the lack of overall
survival data, and subsequent reimbursement in Sweden for
this indication for enzalutamide.

Recurrence after primary radiotherapy

Because of the infrequent use of local salvage treatment and its
associated risks of complications [19], the management should
be discussed at a multidisciplinary team meeting. BCR after RT,
defined as nadir + 2 ug/L, is more complex to interpret than after
prostatectomy. Symptoms suggestive of local recurrence war-
rant digital rectal examination even at low PSA levels. A tran-
sient ‘PSA bounce, occurring in roughly one quarter of patients
within 1-2 years, that is, a temporary PSA rise followed by spon-
taneous decline, is not associated with higher recurrence risk;
patients should be counselled accordingly [20]. BCR after RT sel-
dom represents isolated local recurrence [21]. In men with > 10
years' life expectancy and reasonable likelihood of local recur-
rence only, evaluation with PSMA-PET/CT, prostate Magnetic
Resonance Imaging (MRI), and biopsy is recommended. If no
metastases are detected, salvage local therapy (e.g. surgery or
cryotherapy) may be considered. Long-term cancer control
appears similar across modalities, though High Dose Rate (HDR)
brachytherapy may have fewer urinary and bowel complica-
tions [19]. When local salvage treatment is unsuitable, observa-
tion is appropriate for slowly rising PSA < 10 pg/L, whereas
bicalutamide or ADT is recommended for rapid PSA doubling,
high-grade disease, and symptomatic recurrence [22].
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The Swedish Guidelines 2025 introduces a more structured
diagnostic and therapeutic pathway for PSA recurrence
following primary RT. Unlike the 2022 version, the 2025
guidelines recommend a stepwise work-up beginning with
PSMA-PET/CT, followed by MRI and targeted biopsies when
local salvage treatment is under consideration. Due to the
limited national experience of salvage treatment after RT, such
salvage interventions are only recommended to be performed
within prospective protocols, reflecting a more rigorous,
centralised approach. Criteria for surveillance versus hormonal
therapy are more explicit and conservative in Swedish Guidelines
2025 compared with the broader recommendations in the 2022
version (Table 1).

The Swedish recommendations on the management of
patients with BCR after primary RT agree well with the European
guidelines, except perhaps for the recommendation that all
salvage procedures should occur within prospective protocols,
reflecting stricter national centralisation on the management of
patients with BCR after primary RT.

Metastatic PCa (N1/M1): Primary management

Primary low-volume/oligometastatic disease

There is no consensus for the upper limit of the number of
metastases defining oligometastatic disease, but most
definitions allow up to 3-5 metastases [23]. In the Swedish
guidelines 2025 the definition of low-volume metastatic PCa
is < 4 skeletal metastases without visceral involvement.
Management should be individualised and discussed in a
multidisciplinary tumour board. Patients who may benefit
from systemic therapy or local treatment should undergo
bone scintigraphy and chest-abdominal CT and be assessed
by a uro-oncologist.

For men with low-volume metastatic disease and an expected
survival > 5 years, RT to the primary tumour is recommended
[24-27] in addition to systemic treatment, as this has been
shown to prolong survival. For fit men (ECOG 0-1), combination
therapy with castration plus abiraterone, apalutamide, or
enzalutamide (androgen receptor pathway inhibitors — ARPI) is
recommended [28-31]. A GnRH antagonist, particularly
relugolix, rather than a GnRH agonist, should be considered in
patients with significant cardiovascular disease and then
without the combinations above [32]. Follow-up includes CT
and bone scintigraphy 6 months after start of systemic therapy.

Local treatment of metastases should only be performed
within prospective trials. The exception being patients with low-
volume cNTMO disease with only a few enlarged lymph-nodes.
For them, intensified treatment with a GnRH agonist plus
abiraterone and prednisolone together with RT to the prostate
and the pelvic nodes is recommended [28, 33]. Radical
prostatectomy with lymph-node dissection may be considered
when RT is unsuitable and nodal spread is limited [34, 35].
Hormonal therapy is advised for nearly all patients, except the
small subgroup of surgically treated cN1MO patients achieving
an undetectable postoperative PSA.

The Swedish Guidelines 2025 strengthen recommendations
for RT to the primary tumour even in patients with cN1TMO or
synchronous oligometastases, based on newer survival
data [27]. Systemic intensification with ARPI + ADT is now
recommended across disease volumes, whereas the 2022
version adopted a more limited use of intensified systemic
therapy. Swedish Guidelines 2025 also introduce cardiovascular-
based selection of GnRH antagonists and formally restricts
metastasis directed therapy (MDT) to clinical trials (Table 1). The
EAU guidelines accept MDT, including stereotactic RT, as an
option. The Swedish Guidelines 2025 strongly recommend RT to
the primary tumour in most oligometastatic cases, including
cN1MO, which is more assertive than the EAU Guidelines
(Table 2).

Oligometastatic recurrence

The recommendations for hormonal and additional systemic
treatment for men with oligometastatic recurrence are like
those described just above and below. The guidelines stress the
importance of including patients with oligometastatic recur-
rence in prospective trials but open up for RT to the lymph-
nodes or a pelvic lymph-node dissection for selected patients
with regional lymph-nodes only recurrence on PSMA-PET/CT
who wish to postpone hormonal treatment [36]. For oligometa-
static distant recurrence (M1), MDT has been shown to delay
disease progression and postpone systemic therapy initiation.
Trials in patients with 1-3 metastases demonstrate reduced
early progression and longer freedom from hormonal therapy
after stereotactic RT. Broader studies including mixed tumour
types also suggest improved survival, though PCa-specific
effects remain less certain [37].

The updated guideline incorporates new evidence,
particularly from PEACE-V/STORM, supporting consideration of
elective pelvic nodal irradiation in addition to MDT for nodal
recurrence [15]. This option does not appear in the Swedish
Guidelines 2022. The 2025 version also mandates
multidisciplinary team review and provides clearer criteria for
imaging, treatment selection, and follow-up (Table 1).

The EAU guidelines allow MDT broadly; Swedish Guidelines
2025 again restrict MDT to research settings and - based on
newer data - supports elective pelvic nodal RT in selected nodal
recurrences, which is not explicitly endorsed by EAU guidelines
(Table 2).

High-volume metastatic disease

The Swedish guidelines group acknowledge that any
cut-off between low- and high-volume metastatic disease is
arbitrary and non-biological. Moreover, if metastatic disease is
categorised as low-volume based on conventional imaging
rather than PSMA-PET/CT, smaller lesions are likely missed.
Nonetheless, the Swedish Guidelines 2025 recommendations
follow the definition of high-volume metastatic disease used in
the CHAARTED trial: either > 4 bone metastases of which at least
1 outside vertebral column or pelvis, or visceral metastasis [38].



The initial management of de novo metastatic (M1)
PCa requires staging with bone scintigraphy and CT of
the chest and abdomen to define metastatic extent.
Symptomatic metastatic disease warrants immediate
treatment to prevent complications such as spinal cord
compression and ureteric obstruction. All patients should be
evaluated by a uro-oncologist. ADT, delivered as surgical
castration or a GnRH agonist/antagonist, constitutes the
therapeutic foundation; a GnRH antagonist is preferred in men
with recent major cardiovascular events [32, 35].
Flare prophylaxis with bicalutamide is recommended
when initiating GnRH agonists. Bone-health assessment and
structured exercise are recommended to mitigate osteoporosis
and fracture risks.

Combination systemic therapy improves survival. The
Swedish Guidelines 2025 represent a major escalation in
systemic therapy. It introduces triplet therapy (ADT + docetaxel
+ abiraterone or darolutamide) for fit patients with high-volume
metastases, replacing the docetaxel-only paradigms of from the
2022 version (Table 1). When triplet therapy is unsuitable,
doublet therapy with ADT plus an ARPI (abiraterone,
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apalutamide, or enzalutamide) is recommended and beneficial
across disease volumes [39, 40]. This recommendation is
generally followed in Sweden (Figure 1). RT to the primary
tumour may be considered even in high-volume disease to
prolong time to castration resistance and reduce future urinary
morbidity. Metastasis-directed local therapy should only be
performed in research settings. Follow-up is strengthened with
routine imaging due to the risk of radiologic progression without
PSA increase.

Both the Swedish Guidelines 2025 and the EAU guidelines
endorse treatment intensification, but the Swedish Guidelines
2055 prioritises ARPI-based doublet therapy and reserves triplet
therapy (ADT+docetaxel+ARPI) for selected high-volume
patients based on national reimbursement and safety
considerations. EAU guidelines are more liberal in triplet
recommendations (Table 2).

Follow-up imaging (CT and bone scan) is recommended 6
months after initiating treatment, with additional imaging after
completion of docetaxel. Some patients have progressive
disease without PSA rise, supporting annual surveillance
imaging. Overall, intensified systemic therapy combined with
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Figure 1. Utilisation of doublet and triplet systemic therapy in patients with metastatic hormone-sensitive prostate cancer (mHSPC)

aged < 80 years (M1 at diagnosis) in Sweden over the past 5 years.
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appropriate use of local measures constitutes the evidence-
based standard for M1 PCa.

Castration resistant PCa
General considerations

The Swedish Guidelines 2025 define castration-resistant PCa
(CRPQ) as two consecutive PSA rises (> 1 week apart) with PSA
> 2 ng/mL, or radiologic progression, despite castrate testoster-
one (< 1.7 nmol/L) while the EAU Guidelines require three con-
secutive rises in PSA. Management should be discussed in a
multidisciplinary team and clinical trial participation offered
whenever possible. Treatment must be individualised, consider-
ing patient preferences, comorbidities, prior therapies and
response, as well as emerging factors such as neuroendocrine dif-
ferentiation and genomic alterations. Although new therapies
are rapidly emerging, delays in approval and reimbursement

create practical and ethical challenges. The nationwide Patient
Overview PCa  tool increasingly  supports  shared
decision-making by visualising disease course, treatments, symp-
toms, and quality-of-life metrics (Figure 2) [41].

Non-metastatic castration-resistant PCa

Non-metastatic castration-resistant PCa (CRPC MO) is increas-
ingly common, even though many patients may harbour micro-
scopic metastases not detectable by conventional imaging. The
PSA level and PSA-DT are the strongest predictors of time to
radiographic metastasis. Patients on continuous ADT should be
monitored with blood tests every 3-4 months and clinically
assessed at least twice yearly. In men with PSA > 2 pg/L and
PSA-DT < 10 months, treatment with apalutamide, daroluta-
mide or enzalutamide is recommended for those with ECOG 0-1
performance status, with therapy discontinued upon detection
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Figure 2. Graph within the nationwide Patient Overview framework providing a longitudinal overview of treatment effects, incorporating both clinical
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of distant metastases. Rising PSA despite negative imaging war-
rants repeated CT and bone scintigraphy at 3-6-month inter-
vals, with urgent imaging performed if symptoms suggest
progression.

If ARPI therapy is unsuitable, secondary androgen blockade
with bicalutamide may be attempted, although responses are
usually transient, and withdrawal should be considered upon
progression. Selected patients without prior local therapy may
benefit from prostate RT to reduce local symptoms. The disease
course should be documented in the national Patient Overview.

The Swedish Guidelines 2025 provide a formalised algorithm
for ARPI therapy (apalutamide, darolutamide, enzalutamide) in
patients with PSA = 2 ug/L and PSA doubling time < 10 months
- substantially clearer than in the 2022 version (Table 1).Imaging
frequency and clinical surveillance are more explicitly defined.
Bicalutamide use is more narrowly specified, and the Swedish
Guidelines 2025 integrate mandatory documentation in the
patient overview.

Both the EAU guidelines and the Swedish Guidelines 2025
recommend ARPIs for PSA-DT < 10 months, but the Swedish
Guidelines provides stricter imaging algorithms and clearer
stopping rules (Table 2).

Metastatic castration resistant PCa

Management of newly diagnosed metastatic castration-resist-
ant PCa (mCRPC) should be discussed in a multidisciplinary
team, and patients eligible for disease-directed therapies —
including ARPI, taxanes, PARPi, or radionuclides — should be
evaluated by an oncologist. Treatment choice depends on prior
therapy and BRCA status. First-line treatment for men with good
performance status (ECOG 0-1) includes either docetaxel or an
ARPI. Men with BRCA1/2 mutations may benefit from first-line
combinations of ARPI plus a PARPi [37, 42], whereas ARPI-naive,
BRCA-negative patients are typically offered abiraterone (or
enzalutamid if abiraterone is not suitable). Docetaxel is pre-
ferred as initial therapy in BRCA-negative men previously
exposed to ARPIs. Men with ECOG 2 may be treated if functional
decline is attributed to PCa.

Second- and third-line treatments include docetaxel,
abiraterone, enzalutamid, cabazitaxel, and radium-223, with
sequencing determined by prior exposure. Switching between
abiraterone and enzalutamid after progression is discouraged
due to limited efficacy. The PARPi Olaparib is an option for
BRCA1/2-mutated disease following progression on ARPI and,
when appropriate, taxanes and radium-223. Emerging evidence
suggests superior survival with ARPI over taxanes in certain
settings, and ongoing biomarker-guided trials (e.g. ProBio) aim
to refine treatment sequencing.

Although approved by the EMA, the radioligand therapy
with Lutetium-PSMA [43] is not recommended in the guidelines
due to the non-imbursement policy. Consequently, there is no
recommendation on the use of PSMA-PET-CT in the castration
resistant setting.

Monitoring should include clinical assessment and laboratory
evaluation every 3 months, with monthly follow-up after
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treatment initiation or during symptomatic progression. CT and
bone scintigraphy are recommended for symptomatic
deterioration or rising PSA in the absence of clinical progression.
Disease trajectory should be documented using the national
Patient Overview.

Neuroendocrine differentiation should be considered in
patients progressing despite low PSA, particularly with high-
grade or visceral disease, and may warrant platinum-based
chemotherapy. Treatment should be discontinued at objective
progression, with flare phenomena recognised to avoid
premature cessation. In end-of-life situations, disease-specific
therapy should be withdrawn in favour of palliative care.

The Swedish Guidelines 2025 advances a more sophisticated
treatment sequence. BRCA-directed therapy is nowincorporated
into first-line management, with ARPI + PARPi combinations
newly recommended for BRCA-mutated disease. It also strongly
discourages sequential ARPI-ARPI switching and provides
clearer definitions for second- and third-line therapy. Biomarker-
guided therapeutic strategies and new survival data (e.g.
favouring ARPI over taxanes in certain settings) are integrated
(Table 2).

The EAU guidelines provide multiple sequencing pathways;
the Swedish guidelines 2025 follow a stricter, more regulated,
Swedish sequencing strategy and discourages ARPI to ARPI
switches more strongly.

PARP-inhibitors and treatment predictive genetic testing

PARPi targets homologous recombination repair defects, mak-
ing BRCA-mutant tumours particularly sensitive. Although other
DNA-repair alterations exist, Swedish reimbursement currently
limits use to confirmed BRCA1/2 mutations (=10% of tested
mCRPC cases). Trials show that adding the PARPi olaparib or
talazoparib to ARPI therapy improves radiographic progres-
sion-free survival and, in patients with BRCA-mutated cancer,
overall survival; these combinations are approved in Sweden.
PARPi monotherapy is effective mainly for BRCA-mutated dis-
ease [44, 45]. ctDNA testing offers a fast alternative but may be
less sensitive with low tumour burden. Anaemia is the most
common severe toxicity.

PARPi is therefore an important option for selected men with
mCRPCbut require predictive genetic testing. BRCA1/2 mutation
analysis — germline or somatic — is mandatory before treatment
and should be done when PARPi is considered, either as first-line
combination therapy with an ARPI (enzalutamide+talazoparib
or abiraterone+olaparib) or as olaparib monotherapy after ARPI
and chemotherapy. Mutations can be detected in blood, tumour
tissue, or ctDNA; fresh soft-tissue biopsies are preferred, as bone
and archival samples often are insufficient for adequate analysis.
Patients must be informed about potential hereditary findings,
with germline-positive cases referred for genetic counselling.
This new recommendation about BRCA-guided PARPi therapy
after germline and somatic testing, and the introduction of
ARPI+PARPi combinations as first-line options for BRCA-mutated
mCRPC, is a major expansion of precision oncology.

The EAU guidelines allow PARPi for a broader range of
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homologous recombination repair defects. The Swedish
Guidelines 2025 restrict use to BRCA1/2 mutations only due to
national reimbursement policy, despite acknowledging wider
molecular indications. Another difference is that analysis of
mutation is recommended only when a PARPi is indicated, not
as a standard analysis at diagnosis (Table 2).

Integrating frailty, cardiovascular risk and physical activi-
ty into treatment decision-making for older men with PCa

In the light of an increasing number of treatment options, often
with risk of severe side effects the assessment of fragile older
patients with PCa is essential. The elderly population is hetero-
geneous, often affected by comorbidities, cognitive impairment
and functional limitations, and is frequently underrepresented
in clinical trials. Chronological age alone is an insufficient deter-
minant of treatment tolerance; frailty, characterised by reduced
physiological reserve and increased vulnerability to treatment
toxicity, must be evaluated. Traditional performance scales such
as ECOG provide limited prognostic information in the elderly.
Structured geriatric screening tools, particularly the Geriatric-8
(G8), can identify frail patients at risk of poorer survival, increased
toxicity and treatment discontinuation [46]. A G8 score < 14
indicates abnormality and may warrant comprehensive geriatric
assessment. Because G8 does not evaluate cognition, the Mini-
Cog test is recommended for rapid screening of cognitive
impairment, which may influence treatment decisions and
adherence.

Cardio-oncological evaluation is increasingly important [47].
ADT, ARPIs and chemotherapy are associated with elevated risks
of cardiovascular morbidity, including hypertension, ischaemic
heart disease, heart failure and thromboembolism. Baseline
cardiovascular risk assessment - through history, examination,
laboratorytestingand, whenindicated, ECGorechocardiography
— is therefore recommended and a proposition on how this can
be done is incorporated in the guideline. Identifying high-risk
individuals enables proactive optimisation, tailored follow-up
and safer delivery of systemic therapy.

The increasing use of cardiotoxic medication, in combination
with an increasingly older population, motivated new chapters
in the Swedish Guidelines 2025. Compared with the EAU
guidelines, the Swedish Guidelines 2025 may place a more
structured and pre-treatment orientated emphasis on both
frailty and cardiovascular risk in older men (Table 2).

Since ADT accelerates bone loss, men receiving ADT should
be routinely be offered osteoporosis prophylaxis. Regular
physical activity, particularly weight bearing and resistance
training, is strongly recommended to mitigate ADT-related bone
loss, preserve muscle strength and functional capacity, and
improve overall treatment tolerance [48, 49]. The Swedish
Guidelines 2025 therefore recommend that patients receiving
hormonal treatment are referred to a physiotherapist for an
individualised exercise programme.

Conclusions

The evidence-base for diagnosing and managing men with PCa
is rapidly progressing. The 2025 Swedish PCa guidelines include
several new recommendations and some that differ from the
European guidelines.
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