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ABSTRACT 
Objective: To overview and summarise the Swedish National Guidelines on Urothelial Carcinoma 2024.
Methods: A narrative review of the updated guidelines was performed, highlighting new treatment rec-
ommendations for advanced and metastasized disease. 
Results: Compared to the previous guideline version, the current update includes recommendations for 
standardised radiological reporting when urothelial carcinomas are detected at CT-urography (CTU), to 
early identify locally advanced patients and accelerate the care pathway for these patients. The Swedish 
guidelines apply a more structured and liberal recommendation for the use of 18F-fluorodeoxyglucose-
positron emission tomography/computed tomography in patients with locally advanced urothelial 
carcinomas compared to the EAU-guidelines and recommend such examinations prior to transurethral 
resection. Improved outcomes for radical cystectomy in Sweden after centralised cystectomy care have led 
to a recommendation for performing more than six nephroureterectomies (NUs) per year for upper tract 
urothelial carcinomas (UTUC)-based associations with decreased use of invasive diagnostic modalities and 
better survival outcomes. Additionally, updated recommendations regarding adjuvant systemic therapies 
for muscle-invasive disease have been included. Whilst awaiting national regulatory approval for enfor-
tumab vedotin/pembrolizumab, the present guideline version aligns with EAU-guidelines by endorsing 
cisplatin-gemcitabine-nivolumab as a new first-line treatment option in cisplatin-fit patients with unre-
sectable or metastatic urothelial carcinoma.
Conclusions: The current version of the Swedish national guidelines on urothelial carcinoma introduces 
standardised reporting at CTU to facilitate early identification of advanced disease, includes recommen-
dations for centralisation of NU for UTUC and updated recommendations for adjuvant systemic treatment 
of muscle-invasive disease and endorses cisplatin-gemcitabine-nivolumab as a new first-line treatment 
option for non-resectable locally advanced and metastatic disease.
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Introduction 

The current fifth version of the Swedish national guidelines on 
urothelial carcinoma has, since the first version in 2013, evolved 
and developed in a multitude of recommendations on how to 
manage the disease. Local and systemic drugs in first line to 
treat bladder cancer have been similar during four decades, that 
is, BCG was initially reported in 1976 [1], mitomycin in 1980 [2] 
and cisplatin-based combination systemic chemotherapy in 

1985 [3]. However, in the wake of the introduction of check-
point-inhibitors for metastatic disease, several other new local 
and systemic treatment options have emerged with a plethora 
of new drugs and drug-combinations underway.

This narrative summary of the 2024 update is motivated 
not only to highlight the most practice-changing new 
recommendations but also to scientifically discuss and compare 
to recommendations made by other guidelines. Compared to a 
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previous published summary focusing on non-muscle invasive 
and upper tract urothelial carcinoma (UTUC) [4], the present 
focuses on locally advanced and metastasized disease.

Primary diagnosis 

Even if the median time from referral to transurethral resection 
of the tumour (TURB) has decreased after the introduction of 
standardised care pathways (SCPs) in 2015 in Sweden (Figure 1), 
the median time to radical cystectomy (RC) is still too long (in 
2023 median 97 [inter quartile range {IQR} 75–133] days) accord-
ing to data online on RODRET (reporting data in real time from the 
Swedish National Urinary Bladder Cancer Register [SNRUBC] [5]). 
Nonetheless, a decreased proportion of muscle-invasive disease 
and a corresponding increase in high-risk non-muscle-invasive 
disease at bladder cancer diagnosis have been observed since SCP 
was launched in 2015 [6]. However, to comply with guideline rec-
ommendations for timely RC, an unmet need remains to identify 
individuals harbouring advanced disease early on. Consequently, 
the current guideline-update recommends that urothelial carci-
noma findings at CT-urography (CTU) should report both largest 
tumour diameter and location, and bladder neck location in 
females in particular, to consider local staging with MRI prior to 
TURB. A CTU diagnosing urothelial carcinoma should also as a 
routine deny or verify if stage T3 or T4-disease is present, given 

that an 18F-fluorodeoxyglucose (FDG) positron emission tomog-
raphy/computed tomography (PET/CT) is recommended by the 
current guidelines prior to TURB or invasive diagnostic modali-
ties in the upper urinary tract in these patients. To avoid false 
positive FDG-PET-CT-findings due to postoperative inflammatory 
alterations related to the TURB or invasive diagnostic modalities 
in the upper urinary tract, the recommendation is to perform 
the investigation when a structured report at the CTU and/or 
cystoscopic findings suggest muscle-invasive bladder cancer 
(MIBC) or advanced UTUC. Thus, a more liberal use of FDG-PET/
CT is recommended in the current Swedish guidelines com-
pared to the EAU-guidelines [7], which is motivated by not only 
the high specificity for node positivity [8] but also the detection 
of distant metastases (9%) and a second malignancy (4%) in a 
significant proportion of patients [9].

To facilitate a structured implementation of a standardised 
radiological reporting when urothelial carcinomas are detected 
at CTU, a review of the CTU by the operating urologist is included 
amongst the items of the checklist, which also is recommended 
to be used in conjunction with a TURB. Current evidence suggests 
that such checklist improves both the proportion of TURB-
specimens with detrusor and recurrence-free survival [10–12].

In addition to standardised radiological reporting, the current 
guidelines also recommend an age-stratified protocol for CTU 
to investigate macroscopic haematuria to reduce the exposure 

Figure 1.  Median time from referral to transurethral resection for primary bladder cancer patients over time in Sweden and stratified by the six health care 
regions.
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to ionising radiation in younger individuals with a lower risk of 
urothelial carcinoma at haematuria investigation. Currently, 
age-stratified protocols are under development, taking findings 
in a small prospective study showing non-inferiority of a single 
nephrographic phase for detecting urothelial carcinoma into 
account [13]. Sweden already in 1999 abandoned diagnostic 
work-up for patients with asymptomatic microscopic haematuria 
[14], and, thus, the current recommendation aims to additionally 
reduce the exposure to ionising radiation in the population. 

Treatment of muscle-invasive bladder cancer and ad-
vanced UTUC with curative intent

Neoadjuvant and induction chemotherapy

The Swedish national guidelines on urothelial carcinoma recom-
mends with high compliance cisplatin-based neoadjuvant 
chemotherapy for all cisplatin-fit patients without regional and 
distant metastases for stage T2-T4a disease prior to RC, where 
65% of all patients (irrespective of cisplatin-fit or unfit) below 76 
years of age received such treatment in 2023 [5]. Since the 
guideline-revision in 2015, the concept of induction chemother-
apy has been embraced for patients with nodal metastases and/
or stage T4b and selected patients with oligometastatic disease, 
to select responders for consolidating RC or nephroureterec-
tomy (NU). To evaluate response on such definitive chemother-
apy with maximally six cycles of cisplatin-based combination 
chemotherapy, CT or FDG-PET/CT is recommended after two or 
three courses, given that a complete FDG-PET/CT-response is 
associated to survival in analyses adjusted for tumour stage and 
age [15]. For cisplatin-unfit individuals, carboplatin-induction is 
recommended in this setting with a similar strategy [16]. With 
the EMA-approval of cisplatin-gemcitabine-nivolumab as the 
new first-line treatment of adult patients with unresectable or 
metastatic urothelial carcinoma late spring 2024 [17], and the 
emerging and even more efficient doublet combination of 
enfortumab vedotin and pembrolizumab in first-line for plati-
num-fit patients with metastatic urothelial carcinoma [18], it is 
likely that the recommendations regarding regimen for induc-
tion therapy agents will change in a near future.

Radical cystectomy, nephroureterectomy and segmental 
ureteric resection

RC is one of the most complex urologic procedures and fre-
quently associated with postoperative complications and even 
short-term mortality. The risk of postoperative morbidity and 
mortality increases by age and comorbidity, but despite this, the 
median age at RC increased from 71 (IQR 65–76) to 73 (IQR 
67–77) years, and the proportion of patients with comorbidity 
(American Society of Anesthesiologists 3 or 4) increased from 
32% to 37% after 2017 in Sweden (19). Such shift to operate 
older and more comorbid patients coincides with the centralisa-
tion of the cystectomy care in Sweden in 2017, after which the 
reoperation rates and 90-day mortality rates decreased from 
12% to 8% and 4% to 3%, respectively [19]. Robotic-assisted RC 

(RARC) is considered oncologically equal to open RC at interme-
diate follow-up, thus recommended, given other prerequisites 
for such surgery are fulfilled. In a Swedish population-based 
comparison, the use of RARC was associated with a decreased 
risk high-grade complications at 90 days (adjusted odds ratio 
0.58, 95% confidence interval 0.47–0.72), mainly due to more 
wound-related complications amongst patients operated with 
open RC [20]. On the other hand, patients operated with RARC 
were more commonly subjected to unplanned readmissions 
(29%) compared to open RC (25%) [18]. In 2023, 205/369 (56%) 
of cystectomies for primary bladder cancer were performed as 
RARC [5].

Similarly, since 2021, the majority of NU are performed 
robotic assisted [21]; however, for locally advanced disease 
(clinically stage T3/T4 and/or lymph node metastatic disease), 
open surgery is recommended by the guidelines based on 
hypothesis-generating findings, suggesting inferior survival 
after minimally invasive surgery in these patients [22, 23]. Based 
on recent data showing that violation of onco-surgical 
principles in conjunction with NU decreases disease-specific 
survival [24], and that patients treated in low-volume hospitals 
more frequently are subjected to preoperative invasive 
diagnostic modalities [25, 26], a centralisation of NU is 
recommended in the updated guidelines. Less than six NUs per 
year have been associated with worse survival outcomes [27], 
and given that less than 200 NUs are performed in Sweden per 
year for UTUC [20], this cut off is recommended. Although 
limited data available for distal ureteric tumours, distal 
ureterectomy with neocystostomy is a treatment option also 
for high-risk disease in selected cases [28], when a perioperative 
lymphadenectomy is recommended in conjunction with 
surgery. When performing kidney sparing surgery for UTUC, it is 
likely that the risk of ipsilateral upper urinary tract recurrence is 
lower after distal ureterectomy [29–31] than after endourology 
[32], which now is highlighted in the updated guidelines. 
According to the data from the SNRUBC, the use of segmental 
ureterectomy for ureteral cancer varied between the 21 regions 
in Sweden over the years 2015–2023 (Figure 2), showing a 
differential use of distal ureterectomy between regions.

Definitive (chemo)radiotherapy to the bladder

The concept of moderately hypo-fractionated radiotherapy of 
2,75 Gy per fraction delivered 5 days a week to a total dose of 
55 Gy has been widely accepted as a new current standard [33]. 
This setup is appealing as it increases the accessibility of cura-
tive treatment for patients with MIBC, who deny surgery or are 
frail, elderly and have multiple comorbidities. The recommen-
dations include the addition of concomitant chemotherapy 
with either fluorouracil and Mitomycin C or gemcitabine for 
patient with adequate performance status, with the option of 
dose reduction of the radiotherapy to 52,25 Gy [34, 35]. The 
current guideline version includes a method description for 
the use of daily adaptation of the planning target volume to fit 
variations in daily bladder-volume and reduce the irradiated 
normal tissue in the pelvis.
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Adjuvant systemic therapy

After radical surgery for UTUC, the implementation of four 
courses of adjuvant platinum-based has increased over time in 
Sweden [20], with final updates of the POUT-trial demonstrat-
ing an overall survival benefit further supporting this treat-
ment strategy [36]. For patients with cT1 disease subjected to 
RC with pT2/pT3/pT4 and/or nodal metastases and in cispla-
tin-fit individuals not receiving neoadjuvant chemotherapy for 
MIBC and pT3/pT4 and/or nodal metastases in the cystectomy 
specimen, it is recommended to discuss the option of four 
courses of cisplatin-based adjuvant chemotherapy, although 
this treatment principle has a lower level of evidence com-
pared to UTUC. Adjuvant immunotherapy with nivolumab has 
now formally been introduced into the updated guidelines, 
although being part of practice patterns for some years based 
on disease-specific survival outcomes in the CheckMate 274 

trial [37]. Thus, for patients with high-risk criteria after RC (pT3, 
pT4 and/or lymph node metastases in the surgical specimen) 
and PD-L1 positivity (tumour proportion score ³ 1% using anti-
body clone 28-8), such therapy is recommended. On the other 
hand, in patients treated with neoadjuvant chemotherapy, 
adjuvant nivolumab is recommended for ypT2, ypT3, ypT4a 
and/or lymph node metastatic disease irrespective of PD-L1-
status based on an even larger effect size in this subgroup (haz-
ard ratio (HR) 0.52 (0.38–0.71) (compared to HR 0.56 (0.40–0.80) 
in the PD-L1 positive subgroup) [34]. Nonetheless, as the cur-
rent EMA-approval does not include this PD-L1-negative sub-
group, the recommendation by the guideline group has not 
yet been fully embraced by all national regulatory instances, 
despite recent data supporting such use also in patients with 
PD-L1-negative MIBC [38, 39].

Palliative systemic treatment for locally advanced and/or 
metastatic urothelial carcinoma

The median survival for metastatic bladder cancer has increased 
from 14 to 15 months with modern cisplatin-based chemother-
apy [40] to approximately 2 years with avelumab switch mainte-
nance in patients not progressing on first line platinum-based 
chemotherapy [41]. Awaiting national approval of the doublet 
combination of enfortumab vedotin and pembrolizumab as the 
novel first-line treatment option for metastatic urothelial 
carcinoma [18], the current update of Swedish national 
guidelines on urothelial carcinoma recommends cisplatin-gem-
citabine-nivolumab as the new first-line treatment in cispla-
tin-fit patients with unresectable or metastatic urothelial 
carcinoma [17], based on improved median overall survival from 
19 to 22 months and a substantial chance for long-term survival 
for complete responders by adding nivolumab to the cispla-
tin-gemcitabine combination [17]. Importantly, this triplet 
increased the proportion of grade 3 toxicity or more from 52% 
to 62%, and in clinical practice, it will be even more important to 
accurately select patients who are truly cisplatin-fit for this 
modality. Compared to the current EAU-guidelines recommend-
ing enfortumab vedotin and pembrolizumab in first-line, it is 
anticipated that the Swedish guidelines on urothelial carcinoma 
will be updated and adopt to a similar recommendation as soon 
as national therapy council approvals are in place.

For platinum-unfit patients with PD-L1 positive tumours, 
pembrolizumab (combined positive score ≥ 10% using antibody 
clone 22C3) is recommended in first-line as a possible treatment 
option for cisplatin-unfit patients [42, 43]. However, carboplatin-
gemcitabine followed by switch maintenance avelumab in non-
progressing patients is favourable in light of efficacy-data from 
the JAVELIN Bladder 100 study [41]. The previous second-line 
recommendations at progression after first-line platinum-based 
chemotherapy remain unchanged, that is, recommending 
monotherapy with pembrolizumab or vinflunine. Similarly, the 
third-line recommendation following progression after 
platinum-based chemotherapy and immunotherapy remains 
monotherapy with enfortumab vedotin [44].

Figure 2.  Use of segmental ureterectomy for ureteral cancer in Sweden 
between 2015 and 2023. A funnel plot is created by calculating intervals so 
that the probability is 95% and 99%, for a regions’s proportion to be inside 
the interval if positive outcome is equally probable at each region (hyper-
geometric distribution). If a regions’s proportion is outside any of these 
intervals, this is a signal that the deviation is larger than could be explained 
by chance. The intervals are arranged from bottom to top in order of increas-
ing region size, and consequently, the intervals are narrower the larger the 
region is, which creates the characteristic ‘funnel’ shape.
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Nursing care, support and rehabilitation

The recommendation that all patients should be offered a blad-
der cancer patient navigator at diagnosis of urothelial carci-
noma to coordinate patient needs with the healthcare system is 
firm, as in previous guideline versions. The recently updated 
Swedish guidelines on cancer-rehabilitation define more gen-
eral aspects [45], whereas the current urothelial carcinoma 
guidelines apart from offering on demand access to a stoma 
therapist, dietician, physiotherapist and/or other key players 
during the peri- and postoperative period have added recom-
mendations regarding sexual rehabilitation after RC. To struc-
ture and facilitate the national checklist for sexual health 
adapted for men and women, respectively, is promoted in addi-
tion to IIEF- and FSFI-6-scores. Recommendations for early erec-
tile rehabilitation also after non-nerve sparing radical 
cystoprostatectomy [46] in men and daily vaginal dehydroepian-
drosterone in females as an alternative to vaginal oestriole after 
cystectomy in females have been added [47]. To stress the impor-
tance of improving the communication of around diagnosis and 
treatment, the proportion of patients having a digital care plan 
(target proportion > 70%) and the proportion of patients treated 
with RC or external beam irradiation that have filled in the 
national checklist for sexual health (target proportion > 50%) 
have been added to the previous 12 quality indicators.

Follow-up after curative treatment

The rationale for oncological follow-up after RC is to detect 
early  recurrences, given the current and emerging additional 
treatment lines for metastatic bladder cancer, with both new 
FGFR-targeted and antibody-drug conjugates currently being 
investigated. Previous follow-up guidelines after RC have been 
abbreviated, as the renography recommended at 6 weeks post-
operatively has been removed based on clinical experience, that 
is, the need for baseline split-function is considered low. The 
patient care after RC should be focused on eventual bother dur-
ing daily life with feedback to operating urologist regarding ileal 
conduit length, stoma location and stoma appliance functional-
ity. Still, the current guideline recommendations for follow-up 
after treatment for both RC and, to an even larger extent, curative 
external beam radiation/chemoradiotherapy are based on low 
level evidence at best (Figure 3). The lack of evidence or low level 
of evidence is also underlying that the current guidelines open 
up for risk-adapted follow-up in these patients. This is in line with 
a recent survey report that one in two hospitals participating 
already has implemented such a differentiated and personalised 
strategy [48]. A prospective randomised trial comparing different 
follow-up protocols would decrease the current evidence gap. 
Further biochemical monitoring after urinary tract reconstruction 
regarding renal function, B12-status and metabolic acidosis is 
also recommended after RC as in previous guidelines. However, 
routine use of regular PSA monitoring in patients with incidental 
prostate cancer at cystoprostatectomy is not recommended since 
there was a very low cumulative incidence of death from prostate 
cancer at 15 years (2.6%) in a recent study [49].

Conclusions

Current update of the Swedish national guidelines for urothelial 
carcinoma aims to streamline the use of radiologic investiga-
tions for macroscopic haematuria and reporting advanced 
urothelial carcinoma findings at CTU. In the wake of centralised 
cystectomy care in Sweden since 2017, a recommendation for 
centralisation of NU for UTUC has been added. Additionally, 
updated recommendations for adjuvant systemic therapies fol-
lowing curative intended treatment of muscle-invasive disease 
are included. Whilst awaiting approval for doublet combination 
with enfortumab vedotin and pembrolizumab, cisplatin-gem-
citabine-nivolumab is now recommended as a new first-line 
treatment option for non-resectable locally advanced and met-
astatic disease.
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Figure 3.  Follow-up schedule after radical cystectomy for bladder cancer. 
*By a nurse with adequate stoma therapy knowledge in cooperation with 
operating urologist. **Individualized follow-up depending on decreased 
renal function, symptoms, comorbidity and predicted survival.
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