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Background: Reliable and affordable prognostic and predictive biomarkers for urothelial carcinoma treated with
immunotherapy may allow patients’ outcome stratification and drive therapeutic options. The SAUL trial investigated
the safety and efficacy of atezolizumab in a real-world setting on 1004 patients with locally advanced or metastatic
urothelial carcinoma who progressed to one to three prior systemic therapies.
Patients and methods: Using the SAUL Italian cohort of 267 patients, we investigated the prognostic role of neutrophil-
to-lymphocyte ratio (NLR) and systemic immune-inflammation index (SII) and the best performing one of these in
combination with programmed death-ligand 1 (PD-L1) with or without lactate dehydrogenase (LDH). Previously
reported cut-offs (NLR >3 and NLR >5; SII >1375) in addition to study-defined ones derived from receiver
operating characteristic (ROC) analysis were used.
Results: The cut-off values for NLR and SII by the ROC analysis were 3.65 (sensitivity 60.4; specificity 63.0) and 884
(sensitivity 64.4; specificity 67.5), respectively. The median overall survival (OS) was 14.7 months for NLR <3.65
[95% confidence interval (CI) 9.9-not reached (NR)] versus 6.0 months for NLR �3.65 (95% CI 3.9-9.4); 14.7 months
for SII <884 (95% CI 10.6-NR) versus 6.0 months for SII �884 (95% CI 3.7-8.6). The combination of SII, PD-L1, and
LDH stratified OS better than SII plus PD-L1 through better identification of patients with intermediate prognosis
(77% versus 48%, respectively). Multivariate analyses confirmed significant correlations with OS and progression-free
survival for both the SII þ PD-L1 þ LDH and SII þ PD-L1 combinations.
Conclusion: The combination of immune-inflammatory biomarkers based on SII, PD-L1, with or without LDH is a
potentially useful and easy-to-assess prognostic tool deserving validation to identify patients who may benefit from
immunotherapy alone or alternative therapies.
Key words: biomarker, immunotherapy, PD-1, PD-L1, LDH, neutrophil-to-lymphocyte ratio (NLR), systemic immune-
inflammation index (SII), immune-checkpoint inhibitor, prognostic, urothelial carcinoma
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BACKGROUND

The treatment landscape of locally advanced or metastatic
urinary tract carcinoma has undergone minimal progress in
the past decades and platinum-based chemotherapy regi-
mens are still the standard of care for neoadjuvant, adju-
vant, and first-line treatment.1 Recently, however, five new
immunotherapeutic agents have become available. The
anti-programmed cell death protein 1 (PD-1) antibodies
pembrolizumab and nivolumab and anti-programmed
death-ligand 1 (PD-L1) antibodies atezolizumab, durvalu-
mab, and avelumab are currently the therapeutic options
for second-line treatment of platinum-treated locally
advanced or metastatic urothelial carcinoma (mUC).2,3 Ac-
cording to NCCN guidelines, atezolizumab and pem-
brolizumab are also first-line treatment options for PD-L1
positive, cisplatin-ineligible patients,2,3 regardless of PD-L1
expression in patients who are not eligible for any
platinum-containing chemotherapy. Atezolizumab in com-
bination with first-line chemotherapy demonstrated an
advantage in progression-free survival (PFS), although with
no significant difference in overall survival (OS), which was a
co-primary endpoint.4,5 Recently, maintenance treatment
with avelumab after first-line platinum-based chemo-
therapy showed a significantly prolonged OS advantage
compared with chemotherapy alone for nonprogressive
patients6 and is likely to become a new standard of
treatment.

The Phase II IMvigor 210 trial investigated first-line ate-
zolizumab for cisplatin-ineligible patients with mUC7 with an
overall response rate (ORR) of 23% and median OS of 15.9
months. A second cohort of the same study included 310
patients who progressed after first-line platinum-based
therapy, showing an ORR of 15% and a median OS of 7.9
months. Based on these results, the Food and Drug
Administration (FDA) and European Medicines Agency
(EMA) approved atezolizumab in both these settings.
However, in the subsequent phase III IMvigor211 trial,
atezolizumab did not meet the primary endpoint of OS
compared with standard chemotherapy in patients who
progressed to a platinum-containing regimen. The OS was
investigated by a hierarchical statistical analysis aimed
previously at the prespecified population of patients with
tumors overexpressing PD-L1 or with at least 5% PD-L1
expression on tumor-infiltrating immune cells (ICs)
(defined as IC2/3), who represented 25% of the overall
study population.8 In the same setting, the phase III
KEYNOTE-045 study reported a significant improvement in
OS, but not in PFS, in favor of pembrolizumab versus
chemotherapy in the overall study population of 542 pa-
tients unselected for PD-L1.9 Of note, in the subgroup
analysis, the OS benefit from immunotherapy versus
chemotherapy was significantly higher in patients with
positive [defined as combined positive score (CPS) of posi-
tive tumor and ICs/total tumor cells �1%] or high (with a
CPS � 10%) PD-L1 tumors, but not in those with negative or
low (CPS � 10%) PD-L1 tumors.9 Similarly, a trend toward
higher ORR, improved PFS, and OS has been observed with
2 https://doi.org/10.1016/j.esmoop.2021.100118
other anti-PD-1/PD-L1 agents in patients with PD-L1-
positive mUC.10 However, different antibodies, types of
cells assessed, and platforms for testing have led to in-
consistencies among the different assays and their diag-
nostic and prognostic results.11 For these reasons, PD-L1
tumor expression alone cannot be currently considered as
a reliable prognostic and/or predictive biomarker to select
patients who are most likely to benefit from
immunotherapy.

In addition to PD-L1, the use of inflammatory biomarkers,
such as the neutrophil-to-lymphocyte ratio (NLR) and
lactate dehydrogenase (LDH), has been explored.12,13 These
biomarkers are known for their prognostic role in several
tumor types, including genitourinary neoplasms. The inter-
est in their use as prognostic biomarkers in tumors treated
with immunotherapy has been recently increasing, partic-
ularly in melanoma and non-small-cell lung cancer.12,14-17 In
addition, the systemic immune-inflammation index (SII)
combined with the monocyte-to-lymphocyte ratio has
yielded promising results to identify poor responders to
immune-checkpoint inhibitors (ICIs) in the mUC.18,19

The SAUL trial examined the safety and efficacy of ate-
zolizumab in an international real-world setting on 1004
patients with locally advanced or mUC or nonurothelial
urinary tract carcinoma who progressed to one to three
prior systemic therapies.20 The efficacy observed in the
overall study population and the IMvigor211-like subgroup
of more selected patients was similar,20 despite the inclu-
sion of special populations such as patients with Eastern
Cooperative Oncology Group performance status (ECOG PS)
2, renal impairment, upper tract urothelial carcinoma or
Bellini collecting duct tumors, autoimmune disease, brain
disease, and HIV. This large real-life study population pro-
vides the opportunity to further investigate the role of
potential biomarkers. Herein, we retrospectively investi-
gated the prognostic role of (i) NLR and SII; and (ii) the best
performing marker between NLR and SII in combination
with PD-L1 with and without LDH in the Italian cohort of
patients from the SAUL trial aiming at identifying a subset
of patients who benefit the most from the immunotherapy.

MATERIALS AND METHODS

Study design

The SAUL study (NCT02928406) was a single-arm multi-
center international open-label phase IIIB safety study of
atezolizumab in locally advanced (T4b Nany or TAny N2e3)
or metastatic (M1) measurable and/or nonmeasurable
urothelial or nonurothelial carcinoma of the urinary tract
(bladder, ureter, urethra, or renal pelvis).20 Patients with
renal impairment, treated central nervous system metas-
tases, or stable controlled autoimmune disease were
eligible for enrollment. All participants must have had ECOG
PS �2 and disease progression during or following one
(subsequently amended to up to three) prior platinum- or
non-platinum-based treatments (or intolerance if they had
received two or more cycles) for inoperable, locally
advanced, or metastatic disease. Patients received
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Table 1. Patient demographics and clinical characteristics

Characteristic n (%)

Age, years
Median (IQR) 69 (62-74)

Sex
Male 221 (82.8)
Female 46 (17.2)

G. Fornarini et al. ESMO Open
atezolizumab 1200 mg intravenously every 3 weeks until
lack of clinical benefit, unacceptable toxicity, patient’s or
investigator’s decision to discontinue therapy, or death.
Assessments were carried out every 9 weeks for 12 months
and then every 12 weeks. If patients discontinued atezoli-
zumab, they were followed for 30 days after the last dose
(or until initiation of another anticancer therapy if earlier).
ECOG
0 144 (53.9)
1 109 (40.8)
2 14 (5.2)

PD-L1 expression
IC0 57 (23.3)
IC1 110 (44.9)
IC2 56 (22.9)
IC3 22 (9.0)
Missing data 22 (8.3)

PD-L1 expression, grouped
IC0-1 167 (68.2)
IC2-3 78 (31.8)

Histological type
Urothelial 257 (96.2)
Nonurothelial 6 (2.3)
Mixed histology 4 (1.5)

Histological grade
1 8 (3.1)
2 24 (9.4)
3 222 (87.4)
Missing data 13 (4.9)

Tumor location
Bladder 203 (76.0)
Renal pelvis 27 (10.1)
Ureter 27 (10.1)
Urethra 3 (1.1)
Study objectives

The primary objective was to explore the prognostic role of
NLR and SII (defined as NLR � platelets) at baseline (i.e.
within 7 days from the treatment start) in correlation with
OS, PFS, and disease control rate (DCR; defined as the sum
of complete or partial response, or stable disease for at
least 4 weeks) in the Italian SAUL cohort. For this aim, we
used (i) preplanned cut-offs as previously reported in the
literature (NLR >3 and NLR >5; SII >1375); and (ii) study-
defined cut-off values derived from the receiver operating
characteristic (ROC) analysis based on the DCR. The sec-
ondary objective was the evaluation of the combination of
the best performing biomarker between NLR and SII with
PD-L1, with or without LDH, in relation to OS, PFS, and DCR.
For this purpose, PD-L1 expression was rated in ICs as either
low (0-1, expression on <5% of ICs) or high (2-3, PD-L1
expression on �5% of ICs) and LDH as above or below
the upper limit of normal (ULN) as defined locally (�ULN
versus >ULN).
Other 7 (2.6)
Regional lymph node at study entry
N0 77 (28.8)
N1 56 (21.0)
N2 71 (26.6)
N3 47 (17.6)
Not applicable 16 (6.0)

Distant metastasis at study entry
M0 8 (3.0)
M1 259 (97.0)

Liver metastasis at study entry
No 188 (70.4)
Yes 79 (29.6)

Previous lines of cancer therapy
0 78 (29.2)
1 143 (53.6)
2-3 46 (17.2)

ECOG, Eastern Cooperative Oncology Group; IC, immune cell; IQR, interquartile
range; PD-L1, programmed cell death-ligand 1.
Statistical analysis

All clinical data were analyzed by descriptive statistics,
which was carried out using percentages for the binary
variables, and mean and median for the continuous vari-
ables, reporting their respective dispersion values. For the
comparison of percentages, means and medians, confi-
dence limits and tests are provided, such as chi-square test
or Fisher’s test and Student’s t-test or Wilcoxon test, as
appropriate. The best thresholds for NLR and SII were
derived using the ROC curve analysis based on the DCR.

Survival curves of OS and PFS were generated using the
KaplaneMeier method. Univariate differences in OS and
PFS were evaluated using the log-rank test. Two-sided 95%
confidence intervals (CIs) are provided for the main statis-
tical estimators. Multivariate Cox regression analyses were
carried out to determine the correlation between the in-
flammatory biomarkers and OS, PFS, and DCR. Results are
reported as the hazard ratio or odds ratio, as appropriate,
with the corresponding 95% CI. Regression models included
terms for sex, age, ECOG PS, regional lymph nodes, creati-
nine clearance, and liver metastases, determined a priori
based on the available literature.21 Statistical significance
was defined as P < 0.05.

RESULTS

Patient characteristics

Of the 1004 patients included in the SAUL study, 270 (27%)
were enrolled in Italy. Three patients were excluded
Volume 6 - Issue 3 - 2021
because they never started treatment; therefore, a total of
267 patients were included. Key demographic and clinical
characteristics of this cohort are shown in Table 1. The
median age was 69 years [interquartile range (IQR) 62-74],
and most patients were male (82.8%). Almost all patients
(97.9%) had distant metastasis at study entry and >70%
had undergone previous treatment for cancer. At the data
cut-off for primary analysis (16 September 2018), 114
(42.7%) were continuing treatment, while 153 (57.3%) had
discontinued treatment. Of those discontinuing, 139
(90.9%) died, 10 (6.5%) were lost to follow-up, and 4 (2.6%)
patients withdrew from the study. The median duration of
follow-up was 9.5 months (95% CI 8.8-10.4). Median OS was
https://doi.org/10.1016/j.esmoop.2021.100118 3
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Figure 1. Receiver operating characteristic (ROC) analysis of (A) neutrophil-to-lymphocyte ratio (NLR) and (B) systemic immune-inflammation index (SII).
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9.3 months (95% CI 6.7-10.9), median PFS was 2.2 months
(95% CI 2.1-2.5), and the DCR was 37.8%.
Role of baseline NLR and SII

Data on baseline NLR and SII were available for 255 patients
each (96%). The median NLR was 3.83 (IQR 2.67-5.78). The
median SII was 948 (IQR 624.58-1574.75). ROC analysis of
NLR and SII based on DCR defined cut-off values of 3.65
(sensitivity 60.4; specificity 63.0) and 884 (sensitivity 64.4;
specificity 67.5), respectively (Figure 1); both performed
better than the literature cut-offs in terms of discrimination
of at-risk patients (Table 2). According to area under the
curve (AUC) criteria, SII performed slightly better than NLR
(AUC ¼ 0.71 versus 0.66, respectively) to identify patients
who experienced higher disease control (Figure 1). NLR
<3.65 and SII <884 significantly predicted OS and PFS and
both were associated with higher DCR (Table 2,
Supplementary Figures S1 and S2, available at https://doi.
org/10.1016/j.esmoop.2021.100118).

In univariate analysis, OS according to NLR and SII with
predetermined literature cut-offs and those found by ROC
analysis were evaluated and the results are shown in
Supplementary Figure S1, available at https://doi.org/10.
1016/j.esmoop.2021.100118. All cut-off values gave signif-
icant differences in OS.

For the ROC-determined cut-off values, a significant dif-
ference was seen in median OS with NLR using a cut-off
value 3.65 (log-rank test, P < 0.0001). Median OS was
14.7 months for NLR <3.65 [95% CI 9.9-not reached (NR)]
compared with 6.0 for NLR �3.65 (95% CI 3.9-9.4). A sig-
nificant difference was also seen in median OS with SII using
a cut-off value of 884 (Log-rank test, P < 0.0001). Median
4 https://doi.org/10.1016/j.esmoop.2021.100118
OS was 14.7 months for SII <884 (95% CI 10.6 to NR)
compared with 6.0 months for SII �884 (95% CI 3.7-8.6).
Significant differences were also seen in PFS using the
predetermined cut-offs and those found by ROC analysis for
NLR and SII (Supplementary Figure S2, available at https://
doi.org/10.1016/j.esmoop.2021.100118).

Multivariate Cox regression analyses adjusted for sex,
age, PS, creatinine clearance, and hepatic and lymph node
metastases confirmed that NLR and SII were prognostic
factors for PFS, OS, and DCR independently of other cova-
riates for all cut-off values (Table 2).
Role of SII, PD-L1, and LDH

Because SII appeared to perform slightly better than NLR, in
terms of both AUC by the ROC analysis (as mentioned
above, Figure 1) and PFS and DCR prediction (Table 2), we
next evaluated the combination of SII with PD-L1 with or
without LDH. The combination of SII and PD-L1 with or
without LDH identified three prognostic groups as low (PD-
L1 IC 2-3, SII <884 with or without LDH � ULN), high (PD-L1
IC 0-1, SII �884 with or without LDH >ULN), and inter-
mediate (other combinations) risk which correlated signifi-
cantly with PFS, OS, and DCR (Table 3 and Figure 2).

The combination of SII, PD-L1 and LDH seemed to be
more accurate in the stratification of OS compared with the
combination of SII with PD-L1 (Figure 2), through better
identification of patients with intermediate prognosis (77%
versus 48%, respectively) following immunotherapy
(Table 3).

Multivariate analyses adjusted for sex, age, PS, creatinine
clearance, and hepatic and lymph node metastases
confirmed statistically significant correlations with OS and
Volume 6 - Issue 3 - 2021
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PFS for the SII þ PD-L1 and SII þ PD-L1 þ LDH combina-
tions, independently of other covariates (Supplementary
Table S1, available at https://doi.org/10.1016/j.esmoop.
2021.100118).
DISCUSSION

There is growing evidence regarding the use of inflamma-
tory blood indices in patients with genitourinary cancer.
Five meta-analyses22-26 indicated that pretreatment hema-
tological indices, such as elevated NLR,22,23,26 platelet-to-
lymphocyte ratio,23,24 and LDH,25 as well as decreased
lymphocyte-to-monocyte ratio,23 are negative prognostic
factors for UC patients. The prognostic role of NLR for
advanced tumors was also confirmed by a meta-analysis of
66 studies on almost 25 000 patients.27 One study found
that SII together with the monocyte-to-lymphocyte ratio
predicted both disease progression and OS in UC patients
prior to surgery.18

Regarding the role of these biomarkers in patients with
UC undergoing treatment with ICIs, our group has recently
explored the prognostic value of baseline NLR, with cut-
offs� 3 and� 5, and of a urothelial immune prognostic
index (UIPI) that was based on increased NLR and LDH.12

NLR and UIPI were significant predictors of PFS and OS
with both having cut-offs of � 3 and� 5, respectively. Risk
models combining inflammatory indices with clinical or
genomic variables have been developed. A risk scoring us-
ing baseline platelet-to-lymphocyte ratio, presence of liver
metastasis, albumin, and ECOG PS has been developed on a
cohort of 67 UC patients treated with ICIs.28 A three-factor
model including genomic (namely, a single-nucleotide
variant count >9) and clinical (i.e. NLR <5 and lack of
visceral metastasis) variables was related to benefit from ICI
but not from taxane therapy in 62 patients with metastatic
UC.29,30 In a recent large multicenter retrospective study on
463 pembrolizumab-treated patients with chemoresistant
UC, a prognostic model based on ECOG PS, site of metas-
tasis, hemoglobin levels, and the NLR was developed and
internally validated.31 A five-factor prognostic model, based
on pretreatment ECOG PS, presence of liver metastases,
platelet count, NLR, and LDH has been validated within
phase I/II clinical trials on 405 patients with metastatic UC
treated with three PD-L1 inhibitors (i.e. atezolizumab, ave-
lumab, and durvalumab) after platinum therapy.32 To date,
this is the only externally validated risk model for immu-
notherapy in pretreated metastatic UC and also has a
related web-based interactive tool to calculate the expected
survival probability based on risk factors.32 These models
provide useful and easy-to-obtain information for patient
counseling and clinical trial design and interpretation.

The results of this study found that SII might be a better
predictor of OS, PFS, and DCR than NLR in advanced pre-
treated UC tumors treated with immunotherapy, as it in-
corporates the platelet count and especially when
combined with PD-L1 and LDH. Moreover, the triple com-
bination of SII, PD-L1, and LDH performed better than SII
https://doi.org/10.1016/j.esmoop.2021.100118 5
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Table 3. Median PFS, OS, and DCR with hazard and odds ratios with PD-L1 D SII and PD-L1 D SII D LDH

Markers Prognostic
group

Patients, % mPFS
(months)

Adjusted
hazard ratio
(95% CI)

P value mOS
(months)

Adjusted
hazard ratio
(95% CI)

P value DCR, % Odds ratio
(95% CI)

P value

PD-L1 þ SII Low 15 8.2 1 (Ref) NR 1 (Ref) 73.5 1 (Ref)
Intermediate 48 2.4 1.70 (1.03-2.79) 11.9 1.62 (0.80-3.24) 44.6 0.33 (0.13-0.83)
Favorable 37 2 2.62 (1.55-4.44) <0.0001 4.6 3.04 (1.50-6.19) <0.0001 23 0.12 (0.04-0.33) <0.001

PD-L1 þ
SII þ LDH

Low 12 10.8 1 (Ref) NR 1 (Ref) 75 1 (Ref)

Intermediate 77 2.2 2.18 (1.25-3.79) 9.5 2.90 (1.25-6.77) 38 0.22 (0.08-0.60)
Favorable 11 2.1 3.66 (1.85-7.23) <0.0001 3.1 7.39 (2.83-19.31) <0.0001 16 0.07 (0.02-0.31) <0.001

CI, confidence interval; DCR, disease control rate; LDH, lactate dehydrogenase; mOS, median overall survival; mPFS, median progression-free survival; NR, not reached; OS, overall
survival; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival; Ref, reference; SII, systemic immune-inflammation index.

ESMO Open G. Fornarini et al.
plus PD-L1 in stratifying patients’ outcomes by more accu-
rately estimating patients with intermediate prognosis.

Our results on SII and NLR confirm the role of tumor
inflammation in advanced UC, as reported for other tumors
such as the non-small-cell lung cancer.15-17,33 In other solid
tumors, a high SII has been reported to be an independent
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negative prognostic factor34-36 and NLR has been combined
with PD-L1 and/or LDH.33,37 We have also recently exam-
ined changes in NLR and SII in patients with metastatic renal
cell treated with nivolumab, finding that SII might correlate
better than the NLR with survival outcomes.38,39 However,
to our knowledge, SII has never been explored in
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1; SII, systemic immune-Inflammation index; ULN, upper limit of normal.
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combination with PD-L1 or LDH. In small-cell lung cancer,
for example, Hong et al.40 reported that SII, LDH, stage, and
response to therapy were all associated with OS, but the
authors did not study a combination of these markers to
assess if they performed better than each marker alone.

Other potential tissue biomarkers and clinical prognostic
factors are under investigation in UC and other tumors.
Tumor mutational burden (TMB) is another biomarker that
has been explored to predict response to ICIs.41 The FDA
approved the tumor-agnostic use of pembrolizumab for
unresectable or metastatic solid tumors with high TMB
(defined as �10 mutations/megabase).42 However, the
phase II IMvigor 210 trial showed that TMB cut-off in mUC
varied widely between the two cohorts of platinum-
refractory and treatment-naïve cisplatin-ineligible patients
and had low sensitivity.43 Further studies are, therefore,
needed to validate the utility of these biomarkers in UC
treated with immunotherapy.44,45 Using tissue microarray
analysis, Li et al.46 found that UC could be classified as
either immune high or low, with the former subgroup
enriched in PD-L1 and with genomically unstable pheno-
type, which might make it more responsive to ICIs. A recent
study has advocated the use of a score, namely the EPSILoN
score, which combines three clinical and two inflammatory
blood factors (i.e. smoking, ECOG PS, liver metastases, LDH,
and NLR) to identify patients with advanced non-small-cell
lung cancer who could likely benefit from second-line
immunotherapy.47

The combination of immune-inflammatory biomarkers
based on SII, PD-L1, with or without LDH identified herein is
a potentially useful tool to identify patients who may
benefit from immunotherapy. The results herein may sug-
gest that immunotherapy alone should be the first option
for patients with low risk, whereas for those with inter-
mediate risk, immunotherapy is still an option but the
participation in trials with investigational combination
strategies might be favored; for patients with high risk,
alternative options should be contemplated before consid-
ering immunotherapy. Our results further confirm that a
combination of immune and inflammatory markers is better
than any individual clinical or inflammatory blood factors, is
easy to assess and routinely performed, as it does not
require any special assays, and may be readily available.
Other more sophisticated and currently not more accurate
biomarkers, such as the TMB or gene signatures, are asso-
ciated with substantial costs and longer turnaround times.48

A limitation of this study is that the PD-L1 results may
apply only to the determination of its expression on ICs by
the commercial immunohistochemical test used (Ventana
SP142 PD-L1) and not to that quantified using the CPS, due
to the aforesaid differences.11 Another limitation regards
the lack of validation.

In summary, the combination of SII with PD-L1 with or
without LDH may represent an easy-to-assess, cheap, and
readily available prognostic tool for patients with metastatic
urinary tract tumors who are candidates for immuno-
therapy to stratify their outcome and drive therapeutic
decisions and deserves validation in larger cohorts including
Volume 6 - Issue 3 - 2021
patients treated with chemotherapy to assess its pre-
dictivity, and in other treatment settings (e.g. first-line
therapy). Furthermore, these immune-inflammatory fac-
tors might be explored in combination with other clinical
prognostic factors to create more accurate predictive
models.

ETHICS APPROVAL AND CONSENT TO PARTICIPATE

The ethics committee at IRCCS Ospedale Policlinico San
Martino, Genova, Italy was notified of the intent to carry
out this retrospective data analysis.

CONSENT FOR PUBLICATION

Consent for publication was obtained from all authors.

ACKNOWLEDGEMENTS

We thank all the patients who participated in our study and
the following study investigators: Andrea Necchi (previously
Medical Oncology Department, Istituto Nazionale dei
Tumori, Milano, Italy; currently Vita-Salute San Raffaele
University and IRCCS San Raffaele Hospital, Milan, Italy),
Rodolfo Passalacqua (Oncology, ASST di Cremona, Cremona,
Italy), Francesco Massari (Oncologia Medica, Azienda
Ospedaliero-Universitaria di Bologna, Bologna, Italy), Alketa
Hamzaj (Oncology department, Ospedale San Donato, Are-
zzo, Italy), Laura Milesi (Oncology, ASST Papa Giovanni XXIII,
Bergamo, Italy), Giovanni Schinzari (U.O.C. Oncologia
Medica, Policlinico Universitario ‘Agostino Gemelli’, Rome,
Italy), Daniele Santini (Oncologia Medica, Università
Campus Bio-Medico, Rome, Italy), Sabino De Placido
(Azienda Ospedaliera Universitaria Federico II, Naples, Italy),
Michele De Tursi (Dipartimento di Tecnologie Innovative in
Medicina & Odontoiatria, University ‘G. D’Annunzio’, Chieti,
Italy), Mario Scartozzi (Medical Oncology, Azienda Ospeda-
liera Universitaria Cagliari, Presidio Policlinico Universitario
‘Duilio Casula’, Cagliari, Italy). We thank Patrick Moore, an
independent medical writer, who provided medical writing
support and Carlotta Galeone who provided statistical
support on behalf of Health Publishing & Services Srl. This
assistance was supported by Roche SpA Italy.

FUNDING

This study was funded by Roche SpA (no grant number).

DISCLOSURE

GLB reports personal fees from Janssen-Cilag, Boehringer
Ingelheim, and Roche; nonfinancial support from Bristol-
Myers Squibb, AstraZeneca/MedImmune, Pierre Fabre,
and Ipsen, outside the submitted work. FC reports grants
from Roche, during the conduct of the study. CC reports
personal fees from MSD, Janssen, Bristol Myers Squibb, and
Pfizer, outside the submitted work. FM reports nonfinancial
support from Roche, during the conduct of the study. PE
reports nonfinancial support from Roche, during the
conduct of the study. CB reports nonfinancial support from
Roche, during the conduct of the study; nonfinancial sup-
port from Astellas and Pierre Fabre, outside the submitted
https://doi.org/10.1016/j.esmoop.2021.100118 7

https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118


ESMO Open G. Fornarini et al.
work. MM reports nonfinancial support from Roche, during
the conduct of the study. CM reports personal fees from
Bristol Myers Squibb, Janssen, Ipsen, Pfizer, MSD, Astellas,
and Novartis, outside the submitted work. GS reports
nonfinancial support from Roche, during the conduct of the
study. CNS reports consultancy fees from Pfizer, MSD,
Merck, AstraZeneca, Astellas, Sanofi-Genzyme, Roche-Gen-
entech, Incyte, Medscape, and UroToday. GF reports con-
sultancy fees from Pfizer, MSD, Merck, Astellas, Sanofi-
Genzyme, Roche-Genentech, and Janssen. UDG reports
research support from AstraZeneca, Roche, and Sanofi; and
consultancy fees from Astellas, Bayer, Bristol Myers Squibb,
Ipsen, Janssen, Merck, Pfizer, and Sanofi. SER reports per-
sonal fees from Roche, during the conduct of the study. CA
is an employee of Roche. All other authors have declared no
conflicts of interest.

DATA SHARING

Qualified researchers may request access to individual pa-
tient level data through the clinical study data request
platform (https://vivli.org/). Further details on Roche’s
criteria for eligible studies are available here (https://vivli.
org/members/ourmembers/). For further details on
Roche’s Global Policy on the Sharing of Clinical Information
and how to request access to related clinical study docu-
ments, see here (https://www.roche.com/research_and_
development/who_we_are_how_we_work/clinical_trials/
our_commitment_to_data_sharing.htm).
REFERENCES

1. Lopez-Beltran A, Cimadamore A, Blanca A, et al. Immune checkpoint
inhibitors for the treatment of bladder cancer. Cancers. 2021;13(1):131.

2. Flaig TW. The changing treatment landscape for metastatic urothelial
carcinoma. J Natl Compr Canc Netw. 2018;16(5S):636-638.

3. Lenfant L, Aminsharifi A, Seisen T, Rouprêt M. Current status and
future directions of the use of novel immunotherapeutic agents in
bladder cancer. Curr Opin Urol. 2020;30(3):428-440.

4. Galsky MD, Arija JAA, Bamias A, et al. Atezolizumab with or without
chemotherapy in metastatic urothelial cancer (IMvigor130): a multi-
centre, randomised, placebo-controlled phase 3 trial. Lancet.
2020;395(10236):1547-1557.

5. Santis MD, Grande E, Mencinger M, et al. IMvigor130 clinical trial in
patients (pts) with metastatic urothelial carcinoma (mUC): analysis of
upper tract (UT) and lower tract (LT) subgroups. J Clin Oncol.
2020;38(suppl 6):551.

6. Powles T, Park SH, Voog E, et al. Avelumab maintenance therapy for
advanced or metastatic urothelial carcinoma. N Engl J Med.
2020;383(13):1218-1230.

7. Bernard-Tessier A, Bonnet C, Lavaud P, et al. Atezolizumab (Tecen-
triq((R))): activity, indication and modality of use in advanced or met-
astatic urinary bladder carcinoma. Bull Cancer. 2018;105(2):140-145.

8. Powles T, Duran I, van der Heijden MS, et al. Atezolizumab versus
chemotherapy in patients with platinum-treated locally advanced or
metastatic urothelial carcinoma (IMvigor211): a multicentre, open-
label, phase 3 randomised controlled trial. Lancet. 2018;391(10122):
748-757.

9. Bellmunt J, de Wit R, Vaughn DJ, et al. Pembrolizumab as second-line
therapy for advanced urothelial carcinoma. N Engl J Med.
2017;376(11):1015-1026.

10. Rao A, Patel MR. A review of avelumab in locally advanced and met-
astatic bladder cancer. Ther Adv Urol. 2019;11:1756287218823485.
8 https://doi.org/10.1016/j.esmoop.2021.100118
11. Eckstein M, Cimadamore A, Hartmann A, et al. PD-L1 assessment in
urothelial carcinoma: a practical approach. Ann Transl Med.
2019;7(22):690.

12. Banna GL, Di Quattro R, Malatino L, et al. Neutrophil-to-
lymphocyte ratio and lactate dehydrogenase as biomarkers for
urothelial cancer treated with immunotherapy. Clin Transl Oncol.
2020;22:2130-2135.

13. Rossi L, Santoni M, Crabb SJ, et al. High neutrophil-to-lymphocyte ratio
persistent during first-line chemotherapy predicts poor clinical
outcome in patients with advanced urothelial cancer. Ann Surg Oncol.
2015;22(4):1377-1384.

14. Capone M, Giannarelli D, Mallardo D, et al. Baseline neutrophil-to-
lymphocyte ratio (NLR) and derived NLR could predict overall sur-
vival in patients with advanced melanoma treated with nivolumab.
J Immunother Cancer. 2018;6(1):74.

15. Diem S, Schmid S, Krapf M, et al. Neutrophil-to-lymphocyte ratio (NLR)
and platelet-to-lymphocyte ratio (PLR) as prognostic markers in pa-
tients with non-small cell lung cancer (NSCLC) treated with nivolumab.
Lung Cancer. 2017;111:176-181.

16. Putzu C, Cortinovis DL, Colonese F, et al. Blood cell count indexes as
predictors of outcomes in advanced non-small-cell lung cancer patients
treated with nivolumab. Cancer Immunol Immunother. 2018;67(9):
1349-1353.

17. Zer A, Sung MR,Walia P, et al. Correlation of neutrophil to lymphocyte
ratio and absolute neutrophil count with outcomes with PD-1 axis
inhibitors in patients with advanced non-small-cell lung cancer. Clin
Lung Cancer. 2018;19(5):426-434.e1.

18. Jan HC, Yang WH, Ou CH. Combination of the preoperative systemic
immune-inflammation index and monocyte-lymphocyte ratio as a
novel prognostic factor in patients with upper-tract urothelial carci-
noma. Ann Surg Oncol. 2019;26(2):669-684.

19. Ogihara K, Kikuchi E, Shigeta K, et al. The pretreatment neutrophil-to-
lymphocyte ratio is a novel biomarker for predicting clinical responses
to pembrolizumab in platinum-resistant metastatic urothelial carci-
noma patients. Urol Oncol. 2020;38(6):602.e1-602.e10.

20. Sternberg CN, Loriot Y, James N, et al. Primary results from SAUL, a
multinational single-arm safety study of atezolizumab therapy for
locally advanced or metastatic urothelial or nonurothelial carcinoma of
the urinary tract. Eur Urol. 2019;76(1):73-81.

21. Buti S, Ciccarese C, Zanoni D, et al. Prognostic and predictive factors in
patients treated with chemotherapy for advanced urothelial cancer:
where do we stand? Future Oncol. 2015;11(1):107-119.

22. Tang X, Du P, Yang Y. The clinical use of neutrophil-to-lymphocyte ratio
in bladder cancer patients: a systematic review and meta-analysis. Int J
Clin Oncol. 2017;22(5):817-825.

23. Zhang L, Li L, Liu J, et al. Meta-analysis of multiple hematological
biomarkers as prognostic predictors of survival in bladder cancer.
Medicine. 2020;99(30):e20920.

24. Wang X, Ni X, Tang G. Prognostic role of platelet-to-lymphocyte ratio in
patients with bladder cancer: a meta-analysis. Front Oncol. 2019;9:
757.

25. Wu M, Lin P, Xu L, et al. Prognostic role of serum lactate dehydroge-
nase in patients with urothelial carcinoma: a systematic review and
meta-analysis. Front Oncol. 2020;10:677.

26. Vartolomei MD, Kimura S, Ferro M, et al. Is neutrophil-to-lymphocytes
ratio a clinical relevant preoperative biomarker in upper tract uro-
thelial carcinoma? A meta-analysis of 4385 patients. World J Urol.
2018;36(7):1019-1229.

27. Mei Z, Shi L, Wang B, et al. Prognostic role of pretreatment blood
neutrophil-to-lymphocyte ratio in advanced cancer survivors: a sys-
tematic review and meta-analysis of 66 cohort studies. Cancer Treat
Rev. 2017;58:1-13.

28. Shabto JM, Martini DJ, Liu Y, et al. Novel risk group stratification for
metastatic urothelial cancer patients treated with immune checkpoint
inhibitors. Cancer Med. 2020;9(8):2752-2760.

29. Nassar AH, Mouw KW, Jegede O, et al. A model combining clinical and
genomic factors to predict response to PD-1/PD-L1 blockade in
advanced urothelial carcinoma. Br J Cancer. 2020;122(4):555-563.
Volume 6 - Issue 3 - 2021

https://vivli.org/
https://vivli.org/members/ourmembers/
https://vivli.org/members/ourmembers/
https://www.roche.com/research_and_development/who_we_are_how_we_work/clinical_trials/our_commitment_to_data_sharing.htm
https://www.roche.com/research_and_development/who_we_are_how_we_work/clinical_trials/our_commitment_to_data_sharing.htm
https://www.roche.com/research_and_development/who_we_are_how_we_work/clinical_trials/our_commitment_to_data_sharing.htm
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref1
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref1
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref2
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref2
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref3
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref3
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref3
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref4
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref4
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref4
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref4
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref5
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref5
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref5
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref5
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref6
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref6
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref6
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref7
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref7
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref7
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref8
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref8
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref8
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref8
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref8
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref9
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref9
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref9
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref10
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref10
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref11
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref11
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref11
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref12
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref12
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref12
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref12
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref13
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref13
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref13
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref13
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref14
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref14
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref14
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref14
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref15
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref15
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref15
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref15
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref16
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref16
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref16
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref16
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref17
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref17
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref17
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref17
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref18
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref18
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref18
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref18
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref19
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref19
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref19
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref19
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref20
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref20
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref20
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref20
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref21
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref21
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref21
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref22
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref22
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref22
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref23
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref23
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref23
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref24
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref24
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref24
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref25
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref25
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref25
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref26
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref26
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref26
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref26
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref27
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref27
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref27
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref27
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref28
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref28
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref28
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref29
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref29
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref29
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118


G. Fornarini et al. ESMO Open
30. Niegisch G. Predicting immune checkpoint inhibitor response in uro-
thelial carcinoma: another step in personalised medicine? Br J Cancer.
2020;122(4):453-454.

31. Kobayashi T, Ito K, Kojima T, et al. Risk stratification for the prognosis of
patients with chemoresistant urothelial cancer treated with pem-
brolizumab. Cancer Sci. 2021;112:760-773.

32. Sonpavde G, Manitz J, Gao C, et al. Five-factor prognostic model for
survival of post-platinum patients with metastatic urothelial carcinoma
receiving PD-L1 inhibitors. J Urol. 2020;204(6):1173-1179.

33. Banna GL, Signorelli D, Metro G, et al. Neutrophil-to-lymphocyte ratio
in combination with PD-L1 or lactate dehydrogenase as biomarkers for
high PD-L1 non-small cell lung cancer treated with first-line pem-
brolizumab. Transl Lung Cancer Res. 2020;9(4):1533-1542.

34. Chen L, Yan Y, Zhu L, et al. Systemic immune-inflammation index as a
useful prognostic indicator predicts survival in patients with advanced
gastric cancer treated with neoadjuvant chemotherapy. Cancer Manag
Res. 2017;9:849-867.

35. Gao Y, Zhang H, Li Y, Wang D, Ma Y, Chen Q. Preoperative increased
systemic immune-inflammation index predicts poor prognosis in pa-
tients with operable non-small cell lung cancer. Clin Chim Acta.
2018;484:272-277.

36. Tomita M, Ayabe T, Maeda R, Nakamura K. Systemic immune-
inflammation index predicts survival of patients after curative resec-
tion for non-small cell lung cancer. In Vivo. 2018;32(3):663-667.

37. Mezquita L, Auclin E, Ferrara R, et al. Association of the lung immune
prognostic index with immune checkpoint inhibitor outcomes in pa-
tients with advanced non-small cell lung cancer. JAMA Oncol.
2018;4(3):351-357.

38. De Giorgi U, Procopio G, Giannarelli D, et al. Association of systemic
inflammation index and body mass index with survival in patients with
renal cell cancer treated with Nivolumab. Clin Cancer Res. 2019;25(13):
3839-3846.

39. Rebuzzi SE, Atzori F, Napoli MD, et al. Baseline and early change of
systemic inflammation index (bSII and DSII) as prognostic factors in
Volume 6 - Issue 3 - 2021
metastatic renal cell carcinoma (mRCC) patients treated with Nivolu-
mab: final results of the Meet-URO 15 (I-BIO-REC) study. J Clin Oncol.
2020;38(suppl 15):5072.

40. Hong X, Cui B, Wang M, Yang Z, Wang L, Xu Q. Systemic immune-
inflammation index, based on platelet counts and neutrophil-
lymphocyte ratio, is useful for predicting prognosis in small cell lung
cancer. Tohoku J Exp Med. 2015;236(4):297-304.

41. Necchi A, Raggi D, Gallina A, et al. Updated results of PURE-01 with
preliminary activity of neoadjuvant pembrolizumab in patients with
muscle-invasive bladder carcinoma with variant histologies. Eur Urol.
2020;77(4):439-446.

42. FDA. Available at: https://www.fda.gov/drugs/drug-approvals-and-
databases/fda-approves-pembrolizumab-adults-and-children-tmb-h-
solid-tumors.

43. Balar AV, Galsky MD, Rosenberg JE, et al. Atezolizumab as first-line
treatment in cisplatin-ineligible patients with locally advanced and
metastatic urothelial carcinoma: a single-arm, multicentre, phase 2
trial. Lancet. 2017;389(10064):67-76.

44. Luo Y, Shi X, Li W, et al. Evaluation of the clinical value of hematological
parameters in patients with urothelial carcinoma of the bladder.
Medicine (Baltimore). 2018;97(14):e0351.

45. Zhu J, Armstrong AJ, Friedlander TW, et al. Biomarkers of immuno-
therapy in urothelial and renal cell carcinoma: PD-L1, tumor mutational
burden, and beyond. J Immunother Cancer. 2018;6(1):4.

46. Li H, Zhang Q, Shuman L, et al. Evaluation of PD-L1 and other immune
markers in bladder urothelial carcinoma stratified by histologic variants
and molecular subtypes. Sci Rep. 2020;10(1):1439.

47. Prelaj A, Rebuzzi SE, Pizzutilo P, et al. EPSILoN: a prognostic score using
clinical and blood biomarkers in advanced non-small-cell lung cancer
treated with immunotherapy. Clin Lung Cancer. 2020;21(4):
365-377.e5.

48. Zhang C, Shen L, Qi F, Wang J, Luo J. Multi-omics analysis of tumor
mutation burden combined with immune infiltrates in bladder uro-
thelial carcinoma. J Cell Physiol. 2020;235(4):3849-3863.
https://doi.org/10.1016/j.esmoop.2021.100118 9

http://refhub.elsevier.com/S2059-7029(21)00076-4/sref30
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref30
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref30
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref31
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref31
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref31
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref32
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref32
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref32
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref33
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref33
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref33
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref33
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref34
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref34
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref34
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref34
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref35
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref35
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref35
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref35
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref36
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref36
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref36
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref37
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref37
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref37
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref37
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref38
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref38
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref38
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref38
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref39
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref39
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref39
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref39
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref39
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref40
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref40
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref40
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref40
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref41
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref41
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref41
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref41
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-adults-and-children-tmb-h-solid-tumors
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-adults-and-children-tmb-h-solid-tumors
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-adults-and-children-tmb-h-solid-tumors
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref43
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref43
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref43
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref43
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref44
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref44
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref44
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref45
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref45
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref45
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref46
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref46
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref46
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref47
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref47
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref47
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref47
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref48
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref48
http://refhub.elsevier.com/S2059-7029(21)00076-4/sref48
https://doi.org/10.1016/j.esmoop.2021.100118
https://doi.org/10.1016/j.esmoop.2021.100118

	Immune-inflammatory biomarkers as prognostic factors for immunotherapy in pretreated advanced urinary tract cancer patients ...
	Background
	Materials and methods
	Study design
	Study objectives
	Statistical analysis

	Results
	Patient characteristics
	Role of baseline NLR and SII
	Role of SII, PD-L1, and LDH

	Discussion
	Ethics approval and consent to participate
	Consent for publication
	Acknowledgements
	Funding
	Disclosure
	Data sharing
	References


