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Abstract

Recently, a few retrospective studies demonstrated a potential benefit of multimodal therapy in patients with
clinically node-positive bladder cancer. We assessed the efficacy of different treatment modalities in 661
patients (cTanyN1-3MO) identified from the Czech National Cancer Registry. When compared with chemo-
therapy, combined treatment integrating cystectomy and perioperative chemotherapy reduced the risk of
overall mortality by 21% and may lead to a long-term survival in one-quarter of patients.

Introduction: Patients with clinically node-positive bladder cancer were historically considered to have uniformly poor
prognosis and were frequently treated with palliative chemotherapy (CHT) only. Although retrospective data show that
long-term survival with combined treatment (surgery + CHT) is possible in one-third of these patients, consensus on a
treatment algorithm is still lacking. The aim of the study is to compare the efficacy of different treatment modalities
based on data from a population-based cancer registry. Patients and Methods: The study comprises 661 patients
identified from the Czech National Cancer Registry (1996-2015) with cTanyN1-3MO bladder cancer; 195 were treated
with CHT alone, 234 underwent radical cystectomy alone (RC), and 232 received a combination of RC and periop-
erative CHT (RC + CHT). Multivariate Cox proportional hazard regression analyses were used to evaluate the
effectiveness of various treatments. Results: The 5-year OS for CHT alone, RC alone, and RC + CHT were 21.7%
(95% confidence interval [Cl], 15.4%-28.0%), 12.1% (95% ClI, 7.4%-16.7%), and 25.4% (95% CI, 18.9%-31.9%),
respectively (P < .001). The median survivals were 17, 10, and 23 months, respectively. In multivariate analysis, age
> 60 years (hazard ratio, 1.29; 95% Cl, 1.06-1.56; P = .011) and clinical stage cT3-4 (hazard ratio, 1.39; 95% Cl, 1.12-
1.71; P = .002) were negative predictors of survival. When compared with CHT, RC + CHT reduced the risk of overall
mortality by 21% (P = .044). Conclusion: Approximately one-quarter of clinically node-positive patients may achieve
long-term survival with combined treatment integrating RC and perioperative CHT. The overall survival of patients is
significantly improved with a multimodal approach in comparison to CHT alone.
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Introduction

Lymph node metastases in bladder cancer are associated with
poor prognosis.'~ Historically, patients with clinically node-positive
disease were considered to be incurable and were frequently treated

with palliative chemotherapy (CHT) only. They were grouped with
other patients with metastatic disease and recruited in CHT-only
trials, and such an approach in well-selected patients led to an
overall survival (OS) of 20% within 5 years."
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Outcomes in Node-Positive Bladder Cancer

Figure 1 Flowchart of the Study
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In contrast, a combination of radical cystectomy (RC) and
platinum-based systemic CHT is the standard of care in muscle-
invasive bladder cancer without lymphadenopathy (cNO), and,
although still controversial, this multimodal approach is being
increasingly used even in patients with limited nodal metastases,
similar to other solid tumors.*” The rationale for adding surgery to
systemic treatment is to provide excellent local control of primary
tumor and nodal metastases, which may hypothetically lead also to
improved systemic control and prolonged survival.'® There are
several factors supporting this approach. First, CHT alone is rarely
curative. Moreover, the pattern of relapse in patients with regional
nodal metastases shows that the disease frequently recurs at the sites
of previous response to CHT."'

There is a striking lack of randomized trials that would provide
strong evidence-based treatment recommendations and potentially
establish the role of surgical extirpation of the primary tumor in the
setting of nodal metastases. Although the cumulative evidence

Clinical Genitourinary Cancer Month 2019

points towards improved survival with a multimodal approach, at
the present time, our clinical decision-making relies on retrospective
uncontrolled studies and cancer registries. Cancer registries,
although being heterogeneous in terms of treatment protocols and
with many confounding factors, provide hypothesis-generating re-
sults based on large patient cohorts and real-world data. One recent
analysis demonstrated superior outcomes with combination therapy
in comparison to CHT alone, with 5-year OS up to 31%.”

We present our analysis of patients with clinically node-positive
bladder cancer from the Czech national cancer registry and out-
comes associated with different treatment modalities.

Material and Methods
Data Source

The Czech National Cancer Registry (CNCR) is a population-
based cancer registry established in 1976 and is a member of the
International Association of Cancer Registries. The CNCR is an
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Table 1 Patient Demographic and Clinico-pathologic Characteristics
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Cystectomy Only Chemotherapy Only Cystectomy + Chemotherapy
Characteristic” N =234 N = 195 N = 232 P
Age, y (range) 67 (61-73) 64 (57-70) 62 (55-67) <.001
Gender
Male 180 (76.9) 154 (79.0) 182 (78.4) .864
Female 54 (23.1) 41 (21.0) 50 (21.6)
Period of diagnosis
1996-2000 43 (18.4) 38 (19.5) 22 (9.5) <.001
2001-2005 32 (13.7) 40 (20.5) 28 (12.1)
2006-2010 75 (32.1) 59 (30.3) 69 (29.7)
2011-2015 84 (35.9) 58 (29.7) 113 (48.7)
Clinical T stage
T0 0(0.0) 0 (0.0) 1(0.4) <.001
T 3(1.3) 12 (6.2) 2 (0.9
T2 34 (14.5) 58 (29.7) 52 (22.4)
T3 105 (44.9) 64 (32.8) 109 (47.0)
T4 92 (39.3) 61 (31.3) 68 (29.3)
Clinical N stage
N1 138 (59.0) 104 (53.3) 98 (42.2) <.001
N2 91 (38.9) 75 (38.5) 120 (61.7)
N3 5@2.1) 16 (8.2) 14 (6.0)
Pathologic T stage
T0 0(0.0) 0 (0.0) 1(0.4) <.001
T 3(1.3) 6 (3.1) 2 (0.9
T2 34 (14.5) 40 (20.5) 47 (20.3)
T3 101 (43.2) 47 (24.1) 107 (46.1)
T4 90 (38.5) 42 (21.5) 68 (29.3)
Tx 2 (0.9 41 (21.0) 6 (2.6)
Unknown 4(1.7) 19 9.7) 1(0.4)
Pathologic N stage
N1 132 (56.4) pN+ in 19 (9.7) 93 (40.1) <.001
N2 90 (38.5) 117 (50.4)
N3 5@2.1) 14 (6.0)
Nx 3(1.3) 176 (90.3) 7 (3.0)
Unknown 4(1.7) 1(0.4)
Resection margin status
Negative 143 (61.1) 53 (27.2) 139 (59.9) <.001
Positive 35 (15.0) 57 (29.2) 37 (15.9)
Unknown 56 (23.9) 85 (43.6) 56 (24.1)
Number of examined nodes
0 140 (59.8) 176 (90.3) 121 (62.2) <.001
1+ 94 (40.2) 19 (9.7) 111 (47.8)
Median (percentile); mean 12 (6-18); 13 10 (4-14); 11 12 (7-18); 13 630
Number of positive nodes n=94 n=19 n=111
0 1(1.1) 1(6.3) 1(0.9) 427
1+ 93 (98.9) 18 (94.7) 110 (99.1)
Median (percentile); mean 2(1-3); 3 2 (1-4); 3 3(1-5); 4 .066
Radiotherapy
No 197 (84.2) 157 (80.5) 193 (83.2) 591
Yes 37 (15.8) 38 (19.5) 39 (16.8)
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Outcomes in Node-Positive Bladder Cancer

Table 1 | Continued

Cystectomy Only Chemotherapy Only Cystectomy + Chemotherapy
Characteristic® N = 234 N =195 N = 232 P
Cancer-specific death
No 35 (17.3) 34 (22.5) 17 (11.0) .028
Yes 167 (82.7) 17 (77.5) 137 (89.0)

Bold values indicate statistically significant (P < .05).

@Absolute and relative frequencies (%) for categorical data; median with 25th to 75th percentile (and mean, where it is specified) for continuous data.

PPearson 7 test for categorical data; Kruskal-Wallis test for continuous data.

independent government-funded organization, and its purpose is
registration of all new cases of oncologic diseases, periodic moni-
toring of their evolution, and processing the data for further
interpretation. The compulsory data entry for all healthcare pro-
viders is legally implemented, so the outcomes should reflect
nationwide patterns of care. The data are collected by independent
and trained data managers and are based on individual patient files.
The study comprised the data from 81 hospitals, of which 15 (19%)

were academic centers.

Study Population

The Czech Republic has a population of approximately 10
million. During the reference period of 1996 to 2015, 1410
patients were identified from CNCR with a diagnosis of clinically
node-positive bladder cancer (cTany cN1-3 cMO0). Tumor stage
was coded according to the Tumor-Node-Metastasis (TNM)
classification of malignant tumors. Its 4th, 5th, 6th, and 7th
editions were used in the Czech Republic since 1994, 2000,
2004, and 2011, respectively. In the 7th edition, cN1-2 com-
prises all nodal metastases that were classified in previous editions
as cN1-3."2

After excluding patients owing to incomplete data, contraindi-
cations to CHT, no treatment provided, or concurrent radio-
therapy, the final cohort included 661 cases (Figure 1). They were
grouped into 3 arms: RC alone (RC arm), palliative CHT alone
(CHT arm), and a combination of RC and perioperative CHT
(RC + CHT arm). The subgroup RC + CHT was composed
mainly of patients with adjuvant CHT after RC (92%). Only 19
(8%) patients had preoperative CHT; therefore, we chose not to
evaluate them separately. Adjuvant CHT was defined as CHT that
started within 3 months after RC. Lymph node dissection (LND)
should be an essential part of RC; however, in our cohort, only
approximately 50% of patients that underwent RC had LND. We
assessed the outcomes in subgroups with and without LND.
Radiotherapy was not an exclusion criterium for analysis. We spe-
cifically excluded only 15 patients with concomitant radiotherapy
from the CHT group as it represents an alternative local treatment
to surgery, and our primary focus was to compare CHT alone to its
combination with local treatment. In the final analysis, 15% to 20%
in each arm of the study were patients that had radiotherapy during
the course of the disease. It was not possible from the CNCR data to
address the indication of radiotherapy, whether it was adjuvant or
palliative; only the timing of radiotherapy was available. In one-half
of the patients, radiotherapy started more than 3 months after the
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previous surgery or CHT, and we can deduce that it was frequently
a part of palliative treatment.

Statistics

Patient characteristics were evaluated using the Pearson Y test
and Kruskal-Wallis test for discrete and continuous data,
respectively. Kaplan-Meier curves were used to estimate 5-year
OS and cancer-specific survival (CSS) and were compared using
the log rank test. CSS was calculated as the time from initiation
of therapy (surgery or CHT) to the date of bladder cancer-related
death. Patients who were alive or died of other causes were
censored.

Univariate and multivariate Cox proportional hazards regression
analyses were used to evaluate associations between clinicopatho-
logic parameters and oncologic outcomes. We included age, gender,
clinical T and N stage, pathologic T and N stage, resection margin
status, and treatment modality in univariate analysis. All variables
used in univariate analysis entered the multivariate model with the
exception of redundant variables (pT vs. cT, pN vs. ¢N), and the
final model was computed using the backward stepwise approach.
In multivariate analysis, the effect of RC alone or combination of
RC + CHT on OS were assessed with CHT as the reference.
Results were considered significant if P value < .05 was achieved.
Statistical analyses and tests were performed using SPSS software
(version 22).

Results

In total, 661 patients were included in the analysis. Their de-
mographic and clinical data are shown in Table 1; 195 (29.5%)
were treated with CHT alone, 234 (35.4%) underwent RC alone,
and 232 (35.1%) received a combination of RC and perioperative
CHT. The median follow-up was 15 months (interquartile range,
7-28 months).

Of the whole cohort, 31% and 69% of patients were treated in
the periods 1996 to 2005 and 2006 to 2015, respectively. Com-
bination therapy was more frequent in recent years, as 49% of
patients in the RC + CHT group were treated in the period 2011
t0 2015. A decrease of palliative CHT alone was noticed in the same
period, with only 23% treated without extirpative surgery.

Clinical stages cN1, cN2, and cN3 were diagnosed in 340
(51.4%), 286 (43.3%), and 35 (5.3%) patients, respectively. There
was a significantly higher rate of cN2-3 cases treated with combined
treatment (RC + CHT; 57.8%) when compared with CHT alone
(46.7%) and RC alone (41.0%) (P = .001).
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Figure 2 Overall Survival According to Treatment Scenario (A) and Lymphadenectomy Performed (B)
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In total, 507 (76.7%) patients died during follow-up, of which
83% were owing to bladder cancer. The 5-year OS for CHT alone,
RC alone, and RC + CHT were 21.7% (95% confidence interval
[CI], 15.4%-28.0%), 12.1% (95% CI, 7.4%-16.7%), and 25.4%
(95% CI, 18.9%-31.9%), respectively (P < .001). The median sur-
vivals were 17, 10, and 23 months, respectively (Figure 2A). Owing to
the low number of cases (n = 19), preoperative CHT was incorpo-
rated into the RC + CHT group. When evaluated separately, the 5-
year OS 0f25.1% (95% CI, 1.0%-49.2%) and the median survival of
24 months were similar to the group with adjuvant CHT after surgery.

The 5-year CSS for CHT alone, RC alone, and RC + CHT were
30.5% (95% CI, 22.8%-38.2%), 18.2% (95% CI, 12.1%-24.3%),
and 29.5% (95% CI, 22.6%-36.5%), respectively (P < .001), with
respective median survivals of 22, 11, and 24 months (Figure 3A).

LND was performed in only approximately one-half of the pa-
tients undergoing surgery. The rates of LND were 40% and 48% of
patients in groups RC and RC + CHT, respectively, with a median
number of 12 nodes removed in both groups (interquartile range, 6-
18 nodes). When compared with patients without LND, those with
LND in RC + CHT group had a better 5-year OS of 31.9% (95%
Cl, 21.6%-42.2%) versus 20.3% (95% CI, 12.3%-28.3%)
(P =.038) (Figure 2B) and 5-year CSS of 40.0% (95% CI, 29.1%-
50.9%) versus 22.0% (95% CI, 13.6%-30.4%) (Figure 3B).
Moreover, the 5-year OS of 31.9% in the subgroup RC 4+ CHT
with completed LND was significantly higher than CHT alone
(21.7%; P = .009); for 5-year CSS, the corresponding numbers for
both groups were 40.0% and 30.5%. In univariate analysis, patients
with RC + CHT with completed LND had reduced risks of overall

Figure 3 Cancer-specific Survival According to Treatment Scenario (A) and Lymphadenectomy Performed (B)
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Abbreviation: Cl = confidence interval.
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Table 2 Cox Model (Overall Survival), Univariate Analysis
(With Chemotherapy Alone as Reference)

Univariate Analysis
Treatment HR (95% CI) P Value
Chemotherapy alone Reference
Cystectomy with 0.685 (0.511-0.919) 012
chemotherapy and with
lymphadenectomy
Cystectomy with 0.936 (0.720-1.215) 618
chemotherapy and
without
lymphadenectomy
Cystectomy with 1.585 (1.198-2.096) .001
lymphadenectomy
Cystectomy without 1.960 (1.548-2.483) <.001
lymphadenectomy

Abbreviations: Cl = confidence interval; HR = hazard ratio.

mortality (Table 2) and cancer-specific mortality (Table 3) by 31%
(hazard ratio [HR], 0.69; P = .012) and 30% (HR, 0.70;
P = .035), respectively, when compared with the CHT alone group
as reference.

In multivariate analysis, age > 60 years (HR, 1.29; 95% CI,
1.06-1.56; P = .011) and clinical stage ¢T3-4 (HR, 1.39; 95% ClI,
1.12-1.71; P = .002) were negative predictors of survival (Table 4
and Supplemental Figure 1). When compared with CHT, RC +
CHT reduced the risk of overall mortality by 21% (HR, 0.79;
P = .044). On the contrary, RC alone increased mortality by 69%
(P < .001).

Discussion

Our analysis of a population-based cancer registry showed that
patterns of care provided to patients with clinically node-positive
bladder cancer are heterogenous, which reflects the absence of
clear clinical recommendations and the underlying lack of high-level
evidence data. We demonstrated that survival is not uniformly
dismal in these patients. Although being at high risk of developing
distant metastases, a substantial proportion are potentially curable.
Our results add to the growing body of evidence based on other

Table 3 Cox Model (Cancer-specific Survival), Univariate

Analysis (With Chemotherapy Alone as Reference)

Univariate Analysis
Treatment HR (95% ClI) P Value
Chemotherapy alone Reference
Cystectomy with 0.704 (0.509-0.975) .035
chemotherapy and with
lymphadenectomy
Cystectomy with 1.101 (0.831-1.457) .503
chemotherapy and
without
lymphadenectomy
Cystectomy with 1.617 (1.186-2.205) .002
lymphadenectomy
Cystectomy without 2.065 (1.587-2.688) <.001
lymphadenectomy

Abbreviations: Cl = confidence interval; HR = hazard ratio.

(linical Genitourinary Cancer  Month 2019

retrospective studies that combination therapy integrating surgery
and perioperative CHT outperforms CHT alone.””™'? In our
study, 5-year OS rates for both groups differed significanty, fa-
voring the combined treatment with 31% versus 22% in the CHT-
alone group. We also analyzed cancer-specific mortality data, which
were not available in previous registry studies.”'” The best out-
comes were for RC + CHT with completed lymphadenectomy,
which had a 5-year CSS of 40%, and this type of treatment reduced
the risk of dying of bladder cancer by 30% in comparison to CHT
alone. On the other hand, surgery without systemic treatment only
infrequently leads to long-term survival (5-year OS 10%-20%)
owing to the high risk of synchronous distant micrometastases.”"?
Therefore, the selection of patients for surgical treatment is
crucial; if patients are not eligible for platinum-based CHT, the
prognosis is poor. Selecting patients to surgery according to response
to induction CHT is an attractive option and is further discussed
below.

In the largest retrospective study, Galsky et al analyzed 1739
cN1-3 cases from the National Cancer Database treated in 2003 to
2012 and demonstrated superior outcomes with a combination of
RC and perioperative CHT.” The 5-year OS for CHT alone, RC
alone, RC + adjuvant CHT, and preoperative CHT followed by
RC was 14%, 19%, 26%, and 31%, respectively. When compared
with our study, the 5-year OS rates for combined therapy were
similar (31% vs. 32%). Interestingly, the outcomes of CHT alone
were much better in our study (22% vs. 14%), which may be
caused by selection bias, as in our study, a higher rate of patients
were left out without any treatment, potentially including those
with worse performance status or prognosis. We confirmed that
combination therapy involving RC and adjuvant CHT results in
improved survival in multivariate analysis in comparison to CHT
alone or RC alone.

The timing of perioperative CHT generates some controversy,
with arguments similar to neoadjuvant versus adjuvant CHT
dilemma in ¢NO patients. The proponents of preoperative or in-
duction CHT (IC) argue that patients are more fit to undergo
systemic treatment before surgery and that the response to IC may
select them for consolidative surgery, especially in cases with gross
lymphadenopathy.””'? Several studies demonstrated that patho-
logic downstaging is associated with excellent survival.”'? In
contrast, non-responders have poor prognosis. In our study, we
could not address this issue as there were only 19 cases with pre-
operative CHT. In this small cohort, the median survival of 24
months was similar to the group with adjuvant CHT.

Recently, excellent results were published using data from the
Netherlands cancer registry in patients with bladder cancer with
nodal metastases that underwent IC followed by consolidative sur-
gery."” Of 659 patients, 210 (32%) had such therapy, and the rest
underwent upfront cystectomy, with only 8% receiving adjuvant
CHT. The 5-year OS rates were 58% and 29% (cN1) and 36% and
18% (cN2-3) for combined therapy and upfront RC, respectively.
However, the results must be interpreted with caution because the
authors acknowledge potential selection bias as more fit patients
could undergo combined treatment. Moreover, they could not
identify the number of patients undergoing IC and not proceeding
to RC, further confounding the results. Finally, 31% of the cN1
cases proved to be pNO at the time of surgery in upfront RC group,
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Table 4 Univariate and Multivariate Cox Regression Analysis Evaluating Associations Between Clinicopathologic Parameters and

Overall Survival

Univariate Analysis Multivariate Analysis

Characteristic HR (95% Cl) P Value HR (95% Cl) P Value
Age, y

<60y Reference Reference

>60y 1.431 (1.182-1.732) <.001 1.286 (1.059-1.561) .011
Gender

Male Reference —

Female 0.965 (0.779-1.195) 744
Clinical T stage

cT0-cT2 Reference Reference

cT3, cT4 1.408 (1.144-1.732) .001 1.386 (1.124-1.710) .002
Clinical N stage

cN1 Reference —

cN2, cN3 1.068 (0.897-1.272) 458
Pathologic T stage®

pT0-pT2 Reference —

pT3, pT4 1.387 (1.103-1.744) .005
Pathologic N stage

pN1 Reference —

pN2, pN3 1.094 (0.907-1.320) 347
Resection margin status

Negative Reference —

Positive 1.070 (0.844-1.357) 574
Treatment

Chemotherapy alone Reference Reference

Cystectomy without 1.805 (1.460-2.232) <.001 1.688 (1.362-2.092) <.001

chemotherapy

Cystectomy and 0.813 (0.649-1.019) 072 0.792 (0.630-0.994) .044

chemotherapy

Abbreviations: Cl = confidence interval; HR = hazard ratio.
Bold values indicate statistically significant (P < .05).

#0wing to high correlation of pathologic T stage with clinical T stage, pathologic T stage was omitted in multivariate analysis.

which suggests that a substantial number of patients could be
overstaged even in the arm with combination treatment. Still, this
study undetlines the feasibility of such an approach with promising
oncologic outcomes. In our study, clinical N stage (cN1/cN2-3) was
not predictor of OS (Supplemental Figure 2), which is counterin-
tuitive; however, conflicting data were reported on this topic in
literature previously. Zargar-Shoshtari et al showed no difference in
OS between cN1 and ¢N2-3 in cohort of 304 clinically node-
positive patients undergoing induction CHT and RC. In
contrast, in aforementioned study by Hermans et al, the authors
reported an increased risk of mortality in ¢tN2-3 patients in multi-
variate analysis (HR, 1.6).7

If combination treatment is being considered, the quality of
surgery has to be guaranteed, with meticulous pelvic LND as a
fundamental requirement, reducing the risk of local recurrence and
further spread of the tumor.'* Tn the <N+ stage, there is a lack of
data regarding the optimal extent of LND, which is in contrast to
the cNO stage, where a randomized trial has been recently pub-
lished.” In clinically node-positive patients, the usual extent of

LND comprises the regional nodal landings up to aortic bifurcation.
In our study, one-half of the patients had suboptimal surgery without
lymphadenectomy, and we evaluated these subgroups separately.
Those patients with combined treatment and LND did significantly
better than those without LND, with 5-year OS rates 32% versus
20% (P = .038). Interestingly, there was no difference in outcome of
patients between CHT alone and combined treatment if LND was
not performed (5-year OS, 20% vs. 22%; P = .615).

There are several limitations to our study. First, it is a retrospective
study with all the attendant drawbacks. Selection of optimum pa-
tients for combined therapy is a possible inherent bias that may lead
to overestimating the success of such a treatment. Second, we could
not account for different CHT protocols, comorbidities, extent of
LND, or case volume as this type of data was not available in the
cancer registry, all potentially confounding the outcomes.'®'” Third,
initial clinical lymphadenopathy was not histologically verified before
treatment. Nevertheless, radiologic suspicion for nodal metastases
correlates well with pathologic findings.” In patients with upfront
cystectomy, we confirmed the nodal metastases in 98% of cases.
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Collaborative efforts are urgently needed to initiate randomized
trials that would potentially establish the role of combined treat-
ment in this patient population and address issues such as the
timing of perioperative CHT. Moreover, improvements in the
molecular definition of bladder cancer, recent advances in immu-
notherapy, and emerging therapeutic targets may cause dramatic
changes to how we approach this cancer in the near future and

. . 18,1¢
further modify our therapeutic pathways.'®'”

Conclusion

In patients with clinically node-positive bladder cancer, combi-
nation therapy integrating RC, lymphadenectomy, and periopera-
tive CHT provides the best oncologic outcomes, with long-term
survival in approximately 30% of patients. The quality of surgery is
of utmost importance when combined treatment is being consid-
ered, with meticulous pelvic LND playing the major role. If patients
are not eligible for systemic treatment, their probability of cure
drops significantly, despite surgery. There is a clear need for ran-
domized trials that would establish the role of a multimodal
approach and provide strong evidence for treatment recommenda-
tions in this patient group.

Clinical Practice Points

e Patients with clinically node-positive bladder cancer were his-
torically treated with palliative CHT only.

Recently, a few retrospective studies demonstrated potential
benefit of multimodal therapy, but we still lack a strong evidence-

based treatment recommendations in this group of patients.

We assessed the outcomes in 661 patients grouped into 3 arms:
RC, CHT, and RC + CHT.

e When compared with CHT, RC + CHT reduced the risk of
overall mortality by 21%, and one-quarter of patients may
achieve long-term survival.

Five-year OS 31.9% in the group RC + CHT with completed
LND was significantly higher than CHT alone (21.7%; P=.009).
Patients who underwent RC without systemic treatment had the

worst survival rate (5-year OS, 12.1%).

Patients eligible for systemic treatment should be offered RC and
perioperative CHT; the timing of CHT (induction vs. adjuvant)
remains to be defined; currently, induction CHT is the preferred
option.
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