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ABSTRACT
Objective: There is now an unprecedented amount of evidence to consider when revising prostate
cancer guidelines. We believe that there is a value in publishing summaries of national clinical guide-
lines in English for others to read and comment on.

Methods: This is part 2 of a summary of the Swedish prostate cancer guidelines that were published
in June 2022. This part covers recurrence after local treatment and management of metastatic and cas-
tration resistant disease. Part 1 covers early detection, diagnostics, staging, patient support and man-
agement of non-metastatic disease.

Results: The 2022 Swedish guidelines include several new recommendations. Among these is a rec-
ommendation of a period of observation with repeated PSA tests for patients with approximately 10
years' life expectancy who experience a BCR more than 2-5years after radical prostatectomy, to allow
for estimating the PSA doubling time before deciding whether to give salvage radiotherapy or not.
Recent results from the PEACE-1 trial led to the recommendation of triple-treatment with a GnRH
agonist, abiraterone plus prednisolone and 6 cycles of docetaxel for patients with high-volume meta-
static disease who are fit for chemotherapy. The Swedish guidelines differ from the European ones by
having more restrictive recommendations about genetic testing of and high-dose zoledronic acid or
denosumab treatment for men with metastatic prostate cancer, and by recommending considering
bicalutamide monotherapy for selected patients with low-volume metastatic disease.

Conclusions: The 2022 Swedish prostate cancer guidelines include several new recommendations and
some that differ from the European guidelines.
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This is part 2 of a summary of the most recent version of
the Swedish prostate cancer guidelines, published in June
2022. Both parts focus on new recommendations, based on
recently published pivotal clinical trials, and on recommenda-
tions that differ from the European guidelines [1]. This part

1. Introduction

A large number of important randomized clinical prostate
cancer trials have been published the past few years. There
is now an unprecedented amount of evidence for clinical

guidelines groups to consider when revising national and
international guidelines. Although the same evidence from
clinical trials and other studies are available for all guidelines
groups, the clinical conclusions drawn from the evidence
may differ — not only because the health care systems and
the populations differ between countries, but also because
the clinical interpretation of crude scientific data is subject-
ive. We believe that there is a value in publishing summaries
of national clinical guidelines in English for others to read
and comment on.

covers the management of men with recurrent, metastatic
and/or castration-resistant disease. Organisational aspects,
diagnostics, staging and primary management of non-meta-
static disease are covered by part 1 [2]. So is rehabilitation and
supportive care, although these are utterly important aspects
of care for men with recurrent or metastatic cancer.For
instance, an interview study suggests that men who experi-
ence biochemical recurrence of prostate cancer are more anx-
ious and concerned about the treatability of their disease than
they were at the time of the initial diagnosis [3].
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2. Recurrent disease
2.1. Biochemical recurrence after radical prostatectomy

Following radical prostatectomy, 25-50% of the patients will
eventually experience biochemical (PSA-only) recurrence. As
the biochemical recurrence usually precedes progression to
metastatic disease and prostate cancer death by many years,
treatment decisions need to be individualized. The treatment
decision has traditionally been based on predictive nomo-
grams based on clinical factors such as the pT stage, tumour
grade and serum PSA level, but the use of PSMA-PET/CT
imaging is becoming more and more common for guiding
the decision making. PSMA-PET/CT guided salvage radiother-
apy is currently evaluated in a Swedish randomised multi-
centre trial (NCT04794777). For patients not included in the
trial, the Swedish guidelines recommend considering a
PSMA-PET/CT scan for patients with BCR, particularly for
those with a high risk of metastatic recurrence, provided that
they are candidates for salvage radiotherapy in the absence
of metastatic disease.

The national guidelines’ recommendation of offering early
salvage radiotherapy to patients with more than 10 years’
life expectancy agree well with the European guidelines. A
treatment dose of 66-70Gy has been the standard in
Sweden since the 1990s, but since a recent randomised trial
showed as good effect with 64 Gy in 32 fractions for patients
with Gleason score < 7 and a serum PSA < 0.5ng/ml, 64 Gy
is now recommended for this group of patients [4]. For
patients with approximately 10 years’ life expectancy who
experience a biochemical recurrence more than 2-5years
postoperatively, a period of observation with repeated PSA
tests is recommended to allow for estimating the PSA dou-
bling time before deciding whether to give salvage radio-
therapy or not. For patients with PSA > 0.7 ng/ml, 2 years of
adjuvant hormonal bicalutamide treatment is recommended
[5], but 6 months of adjuvant GnRH-agonist may also be con-
sidered [6].

2.2. Recurrence after primary radiotherapy

The Swedish recommendations on the management of
patients with biochemical recurrence after primary radiother-
apy also agree well with the European guidelines. Because of
the infrequent use of local salvage treatment and its associ-
ated risks of complications [7], the management should be
discussed at a multidisciplinary team (MDT) meeting. Patients
with more than 10years life-expectancy and a histologically
confirmed local recurrence without metastasis on PSMA-PET/
CT should be considered for local salvage treatment (cryo-
therapy, radical prostatectomy or high-dose rate brachyther-
apy). As few Swedish centres have experience of local
salvage treatment after primary radiotherapy, the guidelines
recommend they are offered within a prospective study
protocol at one national centre per treatment modality only.

Most patients with a biochemical recurrence after primary
radiotherapy are recommended either watchful waiting or
hormonal treatment. Those with a Gleason score 6-7 cancer
and slowly rising PSA values are recommended watchful
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waiting until the PSA is over 10ng/ml, whereas those with
Gleason score 8-10, higher PSA values or a PSA doubling
time < 6months are usually recommended bicalutamide
monotherapy as first-line treatment.

3. Metastatic prostate cancer: primary management
3.1. Primary oligometastatic disease

There is no consensus for the upper limit of the number of
metastases defining oligometastatic disease, but most defini-
tions allow up to 3-5 metastases. Using PET/CT for primary
staging affects the categorisation of disseminated prostate
cancer as oligometastatic or high-volume disease: many
patients whose disease would be categorised as oligometa-
static on a standard CT and bone scan have wide-spread
metastasis on PSMA-PET/CT [8]. All randomised trials that
support the treatment guidelines have been based on stag-
ing with CT and bone scan, not PET/CT, so there is minimal
evidence for how we best manage patients with just over
3-5 metastases on PSMA-PET/CT. This is one reason for the
absence of a general recommendation to use PSMA-PET/CT
for primary staging in the Swedish guidelines [2].

The proportion of Swedish prostate cancer patients with
distant metastasis at the time of diagnosis has been stable
over the past 15years (11-13%, Figure 1). More than one-
fourth of the patients with M1 disease have 1-3 skeletal meta-
stases according to standard imaging, according to the
National Prostate Cancer Register of Sweden (unpublished
data). On top of the 11-13% with distant metastasis another 5-
6% are diagnosed with ‘regionally metastatic disease’, defined
as clinical stage T4 and/or N1and/or PSA 50-99 ng/ml in the
absence of confirmed distant metastases (MO or MX).

Men with primary oligometastatic prostate cancer in a
good general condition with good urinary and bowel func-
tions should be offered local radiotherapy to the primary
tumour. Including the regional lymph-nodes in the radiother-
apy field is optional in ¢N1 MO disease, whereas radiotherapy
targeting distant metastases should be offered in prospective
trials only. The radiotherapy should be combined with hor-
monal treatment [2]. In December 2021, the STAMPEDE trial
reported substantially longer survival for men with ¢cN1 MO
disease who in addition to 3years of adjuvant GnRH agonist
also received 2years of adjuvant abiraterone plus prednisol-
one [9]. This new, intensified adjuvant hormonal treatment is
now recommended in the Swedish guidelines for fit men
with ¢N1 MO disease. A radical prostatectomy with an
extended lymph-node dissection is an alternative to radio-
therapy for selected men with cN1 MO disease, for example
for those with outflow obstruction, a concomitant gross
benign prostatic enlargement or inflammatory bowel disease.

The recommended hormonal treatment of men with oli-
gometastatic prostate cancer have up until 2021 been either
bicalutamide monotherapy or a GnRH-agonist. For those
with a good performance status, GnRH agonist treatment
may be combined with 6 cycles of docetaxel [10]. In 2021
combined hormonal treatment with GnRH agonist plus either
apalutamide or enzalutamide became reimbursed and hence
also recommended in Sweden, as this combination treatment



280 O. BRATT ET AL.

2008

A

2010 2012 2014 2016 2018 2020

Period of diagnosis

40

30

o 20
(7]
o

10

0

1998 2000 2002 2004 2006
M Low risk

Intermediate risk

B High risk
M Regionally metastatic

B Distant metastases
Missing

Figure 1. The proportional distribution of clinical risk groups at the time of prostate cancer diagnosis, as registered in the National Prostate Cancer Register of
Sweden (NPCR, website npcr.se). Regionally metastatic disease is defined as clinical stage T4 and/or N1 and/or PSA 50-99 ng/ml in the absence of confirmed dis-

tant metastasis (i.e. disease categorised as MO or MX).

results in substantially longer progression-free and overall
survival [11-13].

Bicalutamide monotherapy for treating locally advanced
prostate cancer, with or without regional lymph-node metas-
tasis, has been used more in Sweden and the other Nordic
countries than the rest of the world, possibly because of the
favourable results of the Scandinavian Prostate Cancer Group
6 trial [14]. The Swedish guidelines may be alone in recom-
mending that bicalutamide monotherapy is considered as an
alternative to castration treatment also for asymptomatic
men with a few bone metastases who are not fit for modern
combination treatment. Other guidelines, including the
European ones [1], make a strong recommendation against
bicalutamide monotherapy for men with distant metastasis
because of inferior results compared with GnRH agonist
treatment. The survival difference in the only comparative
study was, however, only 6 weeks and the difference was sig-
nificant only in patients with an initial PSA value over
400ng/ml [15]. This, in combination with bicalutamide’s
more favourable side-effect profile [16], makes us believe
that bicalutamide monotherapy may be considered in
selected patients with a few distant metastases who are not
fit for modern combination treatment.

3.2. Oligometastatic recurrence

The recommendations for hormonal and additional system-
atic treatment for men with oligometastatic recurrence are

similar to those described just above and below. The guide-
lines stress the importance of including patients with oligo-
metastatic recurrence in prospective trials, but open up for
radiotherapy to the lymph-nodes or a pelvic lymph-node dis-
section for selected patients with regional lymph-nodes only
recurrence on PSMA-PET/CT who wish to postpone hormo-
nal treatment.

3.3. High-volume metastatic disease

The 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, it is probably also inaccurate. Nonetheless, the
Swedish guidelines’ 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 [17].

The addition of either 6 cycles of docetaxel 75 mg/m? every
third week [10,17], abiraterone plus prednisolone [18], apaluta-
mide [12] or enzalutamide [11,13] to castration therapy for
men with previously untreated metastatic prostate cancer pro-
longs their median overall survival with approximately one
year. In Sweden, reimbursement for using abiraterone on this
indication is restricted to patients with “high-risk” metastatic
disease who are not fit for chemotherapy. “High-risk” meta-
static prostate cancer is defined as in the LATITUDE trial: at



least 2 of the 3 criteria Gleason score 8-10, > 3 metastases on
bone scan and visceral metastases [18]. In 2021, both apaluta-
mide and enzalutamide became approved and reimbursed in
Sweden for use in addition to castration therapy in men with
metastatic prostate cancer, without any specification of the
number or type of metastases. The decision was based on
three large randomised trials (TITAN, ENZAMET and ARCHES)
that all showed a clear overall survival benefit, as well as clinic-
ally relevant effects on secondary outcome measures such as
radiographic progression-free survival [11-13]. All these trials
included patients with oligometastatic disease and metachro-
nous metastasis. No direct comparison of the individual
agents’ effects has been done, but all the trials showed similar
survival benefits of the addition of them to castration therapy,
compared with castration therapy alone.

The guidelines group conclude that all patients with
metastatic prostate cancer and a good performance status
should be offered the combination of castration therapy plus
either six cycles of docetaxel or continuous treatment with
abiraterone/prednisolone, apalutamide or enzalutamide until
radiological or clinical progression. Combination treatment
should be considered regardless of whether the patient has
high- or low-volume, synchronous or metachronous disease.
The evidence for combination treatment of men with low-
volume or metachronous metastatic disease is, however,
stronger for apalutamide and enzalutamide than for the
other treatments. The choice between chemotherapy with
docetaxel and any of the new androgen receptor targeting
agents (ARTAs) need to be thoroughly discussed with the
patient because of their different toxicity profiles and
requirements for monitoring. Life-expectancy, comorbidities
and other medications need also be considered.

Results from the PEACE-1 trial were reported at the
European Society of Medical Oncology (ESMO) congress in
September and published in spring 2022 [19]. The study
shows that patients with high-volume disease who are fit for
chemotherapy benefit from triple-treatment with a GnRH
agonist, abiraterone plus prednisolone and six cycles of
docetaxel, compared with combining a GnRH agonist with
docetaxel only. None of these treatments are approved spe-
cifically for use in this triple-combination, but they all have a
registered indication for hormone-sensitive metastatic pros-
tate cancer and it's uncertain whether the pharmaceutical
companies will apply for a specific indication for triple-treat-
ment. The Swedish guidelines group therefore now recom-
mend this triple-treatment for patients with high-volume
metastatic disease, who in PEACE-1 had a survival benefit
19 months. Similar results for a triple- treatment with darolu-
tamide, docetaxel and a GnRH agonist were reported from
the ARASENS trial in February 2022 [20]. The draft version of
the 2022 Swedish guidelines was released just before
ARASENS was reported and does therefore not consider its
results in the recommendations.

3.4. Follow-up investigations

Modern treatment of metastatic prostate cancer includes
combining the castration therapy with some other systemic
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treatment. Evaluating the effect of the additional primary
systemic treatment is essential for the subsequent manage-
ment of the patient, both for the timing of the change to
the next line of systemic treatment and for and the choice of
the type of the next treatment. If there is no imaging
between the initial, pre-treatment assessment and when PSA
later starts to rise, it is often not possible to know whether
there has been any radiological progression over the past
few months. The Swedish guidelines therefore recommend a
CT scan and a bone scan after 6 months of continuous add-
itional systemic treatment, alternatively a few weeks after
completing additional docetaxel treatment. In addition to
routine clinical follow-up, a bone mineral density assessment
is recommended as described in detail below.

4, Castration-resistant prostate cancer
4.1. General considerations

Castration-resistant disease is defined as three consecutive
rises in PSA, measured at least one week apart, and a PSA
value over 2ng/ml or objective local or distant progression
or radiologically new metastases in patients with a plasma
testosterone value under 1,7 nmol/l. The guidelines strongly
recommend that patients entering the castration resistant
phase are discussed in a multidisciplinary team conference. If
possible, the patient should be offered to participate in a
clinical trial.

The treatment decision should always be individualized
and made together with the patient himself. Factors that
need to be taken into account include the patient’s personal
preferences, comorbidities, current medication, previous
prostate cancer treatments and the response thereof. Of
growing importance are histologic variants, such as neuroen-
docrine differentiation, and genetic alterations (germline as
well as somatic). New effective treatments are now being
registered almost on an annual basis. This is of course posi-
tive for both the treating doctors and the patients, but the
registration and reimbursement processes often take a con-
siderable length of time during which financial issues and
ethical conflicts arise.

Over the past several years Patient Overview Prostate
Cancer has been increasingly used all over Sweden to help
patients and their physicians to get an overview of the dis-
ease, diagnostic investigations, treatments, treatment
responses, and the patient’'s symptoms and quality-of-life
(Figure 2). The Patient Overview Prostate Cancer is currently
being introduced also for earlier stages of the disease,
including diagnostic investigations in men without any con-
firmed prostate cancer diagnosis [2].

4.2. Non-metastatic castration-resistant prostate cancer

The increased number of prostate cancer patients under-
going primary treatment with curative intent has led to a
growing number of patients entering a castration-resistant
disease stage with no detectable metastases on bone and CT
scans, i.e. with non-metastatic castration resistant prostate
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Figure 2. An example of a view from Patient Overview Prostate Cancer. The graphic display gives an immediate apprehension of the progression of the disease,
previous diagnostic investigations, previous and ongoing treatments, treatment responses, and the patient’s symptoms and quality-of-life, as registered in an online
questionnaire before the appointment. The circle represents the answers to 15 symptom domains. The colour of the circle’s separate sectors is either green (no
problems), yellow (moderate problems) or red (severe problems), which allows the physician to direct their attention to what bothers the patient most. The num-

ber in the middle of the circle represents overall quality-of-life, rated from 0 to 10.

cancer (hnmCRPC). Based on the results from three large rand-
omised trials (SPARTAN [21], PROSPER [22], ARAMIS [23]), the
Swedish health authorities in 2021 approved of reimburse-
ment for the addition of either apalutamide, darolutamide or
enzalutamide to castration therapy in nmCRPC patients with
good performance status, a PSA over 2.0ng/ml and a PSA
doubling time under 10 months. The combined treatment
should continue until objective metastatic progression.
Patients with nmCRPC who do not fulfil these criteria should
be closely monitored and offered combination treatment
with bicalutamide, despite the low level of evidence for a
clinically important effect.

4.3. Metastatic castration resistant prostate cancer

The number of available treatments for of metastatic castra-
tion-resistant prostate cancer (mCRPC) is increasing, but the
evidence is poor for their optimal sequence in individual
patients. As first-line treatment of mCRPC either docetaxel,
enzalutamide or abiraterone with prednisolone is are recom-
mended. Patients entering the mCRPC phase have now often
been exposed to one or more of these or similar treatments
in the disease’s previous hormone sensitive or nmCRPC
phase. The disease-specific effects and side-effects of these
treatments must be considered when choosing first line
mCRPC treatment.

As second-line treatment, the guidelines recommend
against the use of sequential treatment with ARTAs (abirater-
one, apalutamide, darolutamide and enzalutamide) as there

is no evidence of any clinically meaningful effect [24].
Provided that the patient is fit for chemotherapy, the recom-
mended approach is to use docetaxel in case of previous
ARTA treatment in the hormone sensitive setting and vice
versa. For patients with bone metastatic disease only, who
are not suitable for chemotherapy, radium-223 is an alterna-
tive. Radium-223 may also be used as third-line treatment.
The combination of radium-223 treatment with abiraterone
and prednisolone is associated with an increased risk of frac-
tures [25], which led the European Medicines Agency to rec-
ommend that radium-223 treatment should always be
combined with a bisphosphonate or denosumab plus vita-
min D and calcium [26]. Cabazitaxel may also be used as
second- or third-line treatment of mMCRPC, but only in
patients who have previously been treated with docetaxel
[27]. The recommended dose for cabazitaxel is 20 mg/m?
because this dose has been shown to be as effective as and
less toxic than 25 mg/m? [28].

A PARP inhibitor, olaparib, has been shown to be an
effective second- or third-line treatment for mCRPC patients
with BRCA1 or BRCA2 mutated tumours [29]. Olaparib is
approved by the European Medicines Agency on this indica-
tion and is since May 2022 reimbursed in Sweden for
patients with such mutations who have tried and failed all
other available standard systematic treatments. This imposes
a rising demand for testing for BRCA mutations, both for
germline mutations in blood samples and for somatic muta-
tions in tumour tissue. The guidelines group will in autumn
2022 consider how this is best done, including how the
patients and their families should be informed when they



are offered genetic testing and how they should be notified
of the test results [2].

Radionuclide treatment with PSMA-'"’lutetium has proved
effective in heavily pre-treated men with mCRPC [30], but
this treatment was not yet approved by the European
Medicines Agency when the Swedish 2022 guidelines
were finalized.

A central oncological principle is to stop cancer treatment
when it is no longer benefitting the patient. It is, however,
often difficult to know when this breaking point is reached
for an individual patient. With the exception of castration
treatment, stopping the ongoing treatment for mCRPC is rec-
ommended if two or more of the following criteria are pre-
sent: deterioration of performance status, increased or new
cancer-related symptoms, biochemical progress and radio-
logical progress. The Swedish guidelines stress that treat-
ment should not be stopped because of biochemical
progression only (PSA, ALP or other biomarkers). This is par-
ticularly important the first few months of treatment, as ris-
ing PSA and ALP values may be a flare phenomenon
associated with cancer cell death or normal tissue regener-
ation [31,32].

5. Bone health
5.1. Prevention of osteoporosis related fractures

Long-term castration treatment increases the risk of osteo-
porosis related fractures over time [33,34], particularly in eld-
erly and frail men [35]. The addition of new androgen
receptor pathway treatments (ARTA) further increases this
risk [12]. The Swedish prostate cancer guidelines recommend
individualised physical exercise for all men on castration
treatment. Immediate treatment with a bisphosphonate or
denosumab plus vitamin D and calcium is recommended for
men with

e additional treatment with apalutamid, darolutamide, enza-
lutamide, abiraterone or radium-223

e glucocorticoid treatment equivalent to 5mg prednisolone
daily for more than 3 months

e a previous low-energy fracture

e osteoporosis, defined as a T-value below minus 2.5 on
dual X-ray absorptiometry (DXA)

Men older than 80years and those with other risk factors
for fractures should have a bone mineral density assessment
(DXA) shortly after starting on castration treatment, whereas
a DXA is recommended after 2-3years of castration treat-
ment for younger men without risk factors. The DXA should
be repeated every 2-3years unless bisphosphonate or deno-
sumab treatment is started.

5.2. Prevention of cancer-related skeletal complications

High-dose treatment with either zoledronic acid or denosu-
mab is in the European guidelines recommended for all men
with mCRPC to reduce their risk of skeletal morbidity. The

SCANDINAVIAN JOURNAL OF UROLOGY 283

Swedish guidelines are more restrictive: although high-dose
zoledronic acid or denosumab treatment should be consid-
ered for all men with mCRPC and a life-expectancy over
6 months, the benefit of such treatment has not been investi-
gated in men receiving modern disease-specific mCRPC treat-
ment. After the trials evaluating high-dose zoledronic acid
and denosumab treatment were reported, it has been shown
that effective cancer-specific treatment is more important
than the use of these bone-targeting agents for men with
mCRPC [10]. Although not specifically studied in men with
MCRPC, the experience from trials in patients with other
types of cancer suggests that patients with lytic metastases
represent a group that is particularly likely to benefit from
treatments that reduce cancer-related skeletal morbidity
[36,37]. Patients with wide-spread skeletal metastasis are also
more likely to experience skeletal complications and should
be prioritized for zoledronic acid or denosumab treatment. A
randomized trial has shown that treatment with zoledronic
acid every 12" week is as effective as treatment every 4"
week [38], so the Swedish guidelines recommend treatment
every 12 week.
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