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Abstract

Purpose: The aim of this study was to discuss the
progression results of patients with muscle invasive
bladder cancer (MIBC) who delayed their treatment by not
making hospital visits on time for fear of contamination
during the COVID-19 pandemic.

Materials and Methods: Records of patients diagnosed
with MIBC and recommended radical cystectomy (RC)
between March 2020 and June 2020 were reviewed.
Whether patients were operated on the scheduled time,
and if not, the time elapsed after the first diagnosis or the
end of neoadjuvant chemotherapy (NAC) were recorded.
The patients who applied to our clinic late were restaged
and examined whether there was any progression during
the pandemic period.

Results: NAC was recommended before RC in 9 of 24
patients, RC was recommended directly to the remaining
15 patients. After NAC, RC was applied to four patients in
the planned period, and 4 patients applied delayed. The
mean admission period of the patients who applied late
after NAC was 197.8£68.5 days. Lung metastases and
pelvic lymphadenopathies were found in two (50%). RC
was applied to eight of fifteen patients who did not receive
NAC in the planned period. Five of these patients applied
for RC in the late period and the average application time
after diagnosis was 202.8+31.9 days. In the staging of these
five patients who presented late, two (40%) had
progression (T2, NO,M1b).

Conclusion: In times of widespread COVID-19 outbreak,
physicians should be alert to potential stage progression
and worse survival outcomes resulting from delays in
diagnosis and treatment.
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Oz

Amag: Calismamizda COVID-19 pandemisi sirasinda
kontaminasyon korkusuyla hastane ziyaretlerini zamaninda
yapmayatak, tedavilerini geciktiren kasa invaze mesane
kanserli (MIBC) hastalarin  progresyon sonuglatint
tartisilmast amaclanmustir.

Gereg ve Yontem: Mart 2020 ile Haziran 2020 tarihleri
arasitnda MIBC tanist alan ve radikal sistektomi (RC)
Onerdigimiz hastalarin  kayitlart  incelendi. Hastalarin
planlanan zamanda opere edilip edilmedigi, edilmediyse ilk
tan1 ant veya neoadjuvan kemoterapi (NAC) bitiminden
sonra gecen siire kaydedildi. Klinigimize ge¢ basvuran
hastalara yeniden evreleme yapilarak pandemi siirecinde
progresyon gelisip gelismedigi incelendi.

Bulgular: Yirmid6rt hastanin dokuzuna RC 6ncesi NAC
onerilirken, kalan 15 hastaya direkt olarak RC onerildi.
NAC sonrasinda, dort hastaya planlanan stirede RC
uygulands, 4 hasta ise gecikmis olarak bagvuru yaptt. Geg
bagvuru yapan hastalarin NAC sonrast ortalama basvuru
stiresi 197.8+68.5 giindii. Tkisinde (%50) akciger metastazt
ve pelvik lenfadenopatiler bulundu. NAC almayan onbes
hastanin sekizine planlanan siirede RC uygulandi. Bu
hastalardan besi RC yapilmak tizere ge¢ dénemde basvuru
yaptt ve tant konulduktan sonraki ortalama bagvuru siiresi
202.8+31.9 gindi. Bu bes hastanin ikisinde (%040)
progresyon (T2, NO, M1b) oldugu tespit edildi.

Sonug: COVID-19 salginin yaygin oldugu dénemlerde
hekimler tant ve tedavideki gecikmelerden kaynaklanan
potansiyel evre progresyonu ve daha kotd sagkalim
sonuclart agisindan dikkatli olmalidir.

Anahtar kelimeler: COVID-19, koronavirus, mesane
kanseri, gecikmis tedavi, progresyon
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INTRODUCTION

The rapid spread of the 2019 coronavirus disease
(COVID-19) caused by a novel betacoronavirus
known as severe acute respiratory syndrome
coronavirus-2 (SARS-CoV-2) has had dramatic
effects on individuals and health systems around the
wotld!.  The intense demand for resources,
exacerbated by the limited health system capacity, has
caused health systems to become insufficient from
time to time and hospitals to become a source of
virus transmission?.

It has been shown that the elderly and men with
comorbid diseases suffer from SARS-Cov-2 disease
more severely. Most patients with malignancy have
these features®. Cancer patients often delayed or
canceled hospital visits, even if necessary, due to their
vulnerability to COVID-19 and fear of transmission.
As a result, this situation caused delays in the initial
diagnosis, inadequate treatment or progression, and
the prognosis of the patients was negatively affected*.

In this study, we aimed to discuss the progression
results of patients with muscle invasive bladder
cancer (MIBC) who delayed their treatment by not
making hospital visits on time for fear of
contamination during the COVID-19 pandemic.

MATERIALS AND METHODS

Ethical approval was obtained for this study from
Adana City Training and Research Hospital Clinical
Research Ethics Committee with the date of
27.01.2021 and number 75/1287. Following the
approval of the ethics committee, the computer
records and files of the patients who were diagnosed
with MIBC in our clinic between March 2020 and
June 2020 and for whom we recommended radical
cystectomy (RC) were reviewed.

Procedure

For staging purposes, intravenous contrast-enhanced
abdominal computed tomography (CT) or magnetic
resonance imaging (MRI) and thorax CT were
applied to the patients in the preoperative period. The
time of first diagnosis, pathology reports, clinical
stages (Tumor-Node-Metastasis/ TNM)> of patients
were recorded. For T2-T4a, cNOMO bladder cancer,
we recommended neoadjuvant chemotherapy (NAC)
for all patients without variant histology and
contraindications to chemotherapy.
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According to these evaluations, patients who were
planned neoadjuvant chemotherapy (NAC) before
radical cystectomy were referred to the oncology
clinic, while the other patients were prepared for
anesthesia and planned on the day of the operation.
Patients who did not accept radical cystectomy and
NAC were excluded from the study. RC operation
were planned within 1-3 weeks after the diagnosis of
MIBC in patients who did not undergo neoadjuvant
chemotherapy. In patients who received NAC, RC
operation were planned within 1-3 weeks after the
end of treatment. Whether patients were operated on
the scheduled time, and if not, the time elapsed after
the first diagnosis or the end of neoadjuvant
chemotherapy were recorded. Restaging was
performed using thoracic CT, abdominal CT or MRI
for patients who were admitted to our clinic later than
planned. The reasons for delaying the treatment of
the patients in our study were asked when the patients
came for control, and it was learned that it was due
to the pandemic.

During the COVID-19 pandemic process, it was
examined whether MIBC patients developed
progression (according to the TNM staging system)
due to delaying their treatment.

Statistical analysis

SPSS program has been used for the evaluation of
this study. Descriptive statistics has been used to
describe the cases and prevalences.

RESULTS

Twenty-four patients with a mean age of 62.7 £ 6.2
years, who were pathologically diagnosed with MIBC
(cT2-T4a, NO-Nx, M0O) between March 2020 and
June 2020, were included in the study. Twenty-one of
these patients were male and three were female.
While NAC was recommended before RC in nine
patients, radical cystectomy was recommended
directly in fifteen patients.

All nine patients referred to NAC completed their
chemotherapy. After chemotherapy, one of the
patients did not apply to our clinic for RC. While RC
was applied to four patients in the planned period,
the remaining four patients applied to our clinic with
delay. The mean admission period of the patients
who applied late after NAC was 197.8 + 68.5 days.
As a result of the re-staging of four patients who
presented delayed, lung metastases and pelvic
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lymphadenopathies were detected in two (50%) (T2,
N2, Mlb) and these patients were considered
inoperable and were referred to the oncology clinic.
RC was applied to the other two patients and the
pathological stage of one of these patients was
determined as pT3, N2, MO, and the stage of the
other was determined as pT2, NO, MO.

Eight of the 15 patients with MIBC who were not
referred to NAC and who were directly
recommended RC, were operated by making
anesthesia preparations within the planned period.
However, the other seven patients did not apply to
the hospital to complete their surgery preparations.
Five of these patients applied in the late period for
radical cystectomy. The mean admission period of
these patients after the diagnosis of MIBC was 202.8
+ 31.9 days. As a result of imaging examinations
performed for staging purposes in these five patients
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who were not operated in the planned period but
admitted late, two (40%) were found to have
progression (cT2, NO, M1b) (lung metastasis). These
patients were considered inoperable and were
referred to the oncology clinic, and radical
cystectomy was performed in the other three patients.

As a result, three of our twenty-four patients who
were diagnosed with MIBC (one patient who
received NAC and two patients who did not receive
NAC) did not come to their controls and were not
followed up (13%). A total of nine patients, including
four patients who received NAC and five patients
who were recommended direct RC, received their
treatment delayed (38%). Four of these nine patients
(44%) who stated that they delayed their hospital
visits due to the risk of contamination developed
progression. The demographic data and clinical
characteristics of the patients are shown in Table 1.

Table 1. Clinical and demographic characteristics of patients (n=24)

Characteristics of patients
Age (MeantSD) 62.7 %62
Gender
Male 21 (87%)
Female 3 (13%)
NAC
Yes 9 (38%)
No 15 (62%)
Pre-treatment stages
T2,N0,M0
Receiving NAC 3 (13%)
Not receiving NAC 13 (54%)
T3,N0,M0
Receiving NAC 6 (25%)
Not receiving NAC 2 (8%)
Delayed treatment
Total 9 (38%)
Receiving NAC 4 (17%)
Not receiving NAC 5 (21%)
Progression in patients delayed treatment
Total 4/9 (44%)
Receiving NAC  (T2,N2,M1b) 2/4 (50%)
Not receiving NAC  (T2,NO,M1b) 2/5 (40%)
Waiting times in patients who delay treatment (days)
Receiving NAC 197.8 + 68.5
Not receiving NAC 202.8 £ 31.9

NAC: Neoadjuvant chemotherapy
SD: Standart deviation
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DISCUSSION

It is known that COVID-19 is a highly contagious
disease that can cause respiratory problems that may
require intensive care and ventilator support and can
result in death. In the period of COVID-19, due to
epidemiological factors and high hospitalizations,
elective surgeries were canceled and emergency and
oncological surgical procedures were prioritized in
order to maintain the capacity of health systems to
meet expected cases and to avoid unnecessary
exposure to COVID-19°. However, despite this
priority, some oncology patients have delayed or
completely canceled their treatment during the
pandemic process. In this context, it was reported
that cancer treatment services were partially or
completely interrupted in 42% of the 155 countries
examined by WHO7”8 COVID-19 has also
significantly changed the management of urological
cancers®. It is known that delay in surgical
intervention in MIBC, which is one of the urological
cancers, significantly reduces the life expectancy of
the patient®!0.

Measures taken in health systems such as the
reduction of eclective services and diagnostic
screening  during  the pandemic  period,
recommendations for patients to stay at home, and
patients' desite to avoid exposure to a hospital
environment have also caused delays in patients'
reaching the physician and in diagnosis®!!. Wallace et
al. reported that at the time of bladder cancer
diagnosis, the time from the onset of symptoms to
the hospital visit of more than 14 days was associated
with survival and that these patients had 5% worse
survival outcomes at 5 years compared to those who
did not experience a delay®!2.

More than a third of new cancers in men and 20% of
all new cancers develop in the genitourinaty tract'3.
In genitourinary cancers, most survival benefit is
achieved by surgical removal of the primary tumor®.
Recommendations for the prioritization  of
genitourinary cancers in the COVID-19 period were
published by Wallis et al2. There are publications
reporting that delaying radical surgery for more than
90 days in patients with muscle invasive bladder
cancer tesults in worse survival outcomes®!®. In
addition, Boeri et al. showed that delaying surgery for
more than 10 weeks after the last cycle of
neoadjuvant chemotherapy in MIBC patient groups
with clinical stage ¢T2-T4 increased cancer-specific
and overall mortality rates!%. In our study, the average
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waiting time of patients with muscle-invasive bladder
cancer whose treatment was delayed was 197.8 = 68.5
days in patients who received NAC and 202.8 £ 31.9
days in those who did not receive NAC. As a result
of the restaging of four patients who received NAC
and admitted late, it was observed that lung
mestastasis and pelvic lymph nodes developed in two
of them, and lung mestastasis developed in two of the
five patients who did not receive NAC. In total, four
(44%) of nine patients whose treatments were
delayed had progression. These patients, who delayed
their treatment due to the COVID-19 pandemic,
were referred to the oncology clinic as inoperable due
to the increase in stage.

During the COVID-19 pandemic period, an overall
decrease in urological oncological surgical procedures
has been reported, but data on the extent of adverse
consequences from delayed treatment are not
available®. Although our study was conducted with a
limited number of patients, as far as we know, it is the
first study on the subject and we think it will
contribute to the literature.

As a result, although elective surgeries were
postponed and oncological surgeries were prioritized
during the COVID-19 pandemic period, there are
concerns about the delayed treatment of urological
cancer patients due to their hesitation in their visits to
health institutions. In times of widespread COVID-
19 outbreak, physicians should be careful about
potential stage progression in cancer patients. Long-
term studies with larger numbers of patients are
needed to assess oncological outcomes, such as worse
survival or diagnosis at higher stages resulting from
delay in diagnosis and treatment of certain types of
cancer during the COVID-19 outbreak.
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