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SUMMARY

The aim of the study was to analyze the quality of life of MIBC patients’ life after RC with orthotopic ileal neobladder,
after partial cystectomy (PC) with adjuvant radiotherapy (RT) and after PC with adjuvant chemotherapy (CT). A
retrospective analysis of 120 MIBC patients who were treated at the Kyiv city clinical oncological center which is the
base of SI “Institute of urology named after academic O.F. Vozianov” NAMS of Ukraine during the period from 2008 to
2019 was performed. The patients were divided into 3 groups depending on the intervention extent. The 1% one included
patients after RC (42), group 2 consisted the patients after PC and adjuvant RT , group 3 consisted the patients after PC
and adjuvant CT. The patients' quality of life has been assessed by three questionnaires — EORTC QLQ-C30, EORTC
SHQ-C22, ICIQ-UL. The results of the study confirm better quality of life after PC with adjuvant CT, especially with
regard to physical condition, patients' adaptation in society (social scale), financial toxicity, gastrointestinal tract
functioning (according to symptoms of vomiting, nausea and diarrhea). Our study has confirmed that PC can provide
adequate control of MIBC in the individual cases and showed that it offers patients a good chance of long-term bladder
preservation providing satisfactory overall postoperative health and quality of life. A critical approach should be taken
into consideration when choosing the most appropriate regimen for treatment of MIBC and considering between radical
cystectomy or partial cystectomy. However, it is important to inform patients that organ-preserving treatment allows them
to achieve a better quality of life, the treatment process may be longer than that after radical cystectomy.

PE®EPAT

PiBHi IKOCTI JKHTTS MALiEHTIB i3 M’S130BO-iIHBA3MBHUM PAKOM C€40BOr0 Mixypa MicJisi 0prano3oepiraouoro JikyBaHHs.
Cakaio A. B., T'aniepeis 3. B., Cakajo B. C. Metoro mociimKkeHHS Oyio MpOaHATi3yBaTH AKICTh KUTTS MAIIEHTIB i3
M’ SI30BO-IHBa3UBHUM pakoM cedoBoro Mixypa (MIPCM) micist PLIE 3 oproTomniyarM KIIyOOBHM HEOCEYOBUM MiXypOM, ITiCIA
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vactkoBol mucrekromii (ITL) 3 an’roBanTHOO npomeneBoro Teparieto (I1T) Ta micas PLE 3 an’roBaHTHOIO XiMioTeparieo
(XT). IIpoBeneno perpocrnextuBHuii ananiz 120 xsopux vHa MIPCM, siki nepeOyBanu Ha JiikyBaHHI B KHiBCbKOMY MiCbKOMY
KJIIHIYHOMY OHKOJIOTTYHOMY LIEHTpI, sikuii € 6a3oro 1Y «lHcTuTyT yposorii im. akagemika O.®D. BozianoBa» HAMH VYkpainn
B riepion 3 2008 no 2019 pp. IamienTn Oyam po3noiieHi Ha 3 Tpyny 3aJIeXKHO Bix 00csry BTpydanss. J{o 1-1 Hanexxanu XBopi
micist PLE (42), mo 2-i rpymm — matierTtn micns [1K ta ax’roBantHoi 1T, mo 3-i — mamienTtn micist 1K ta ax’toBaaTHOT XT.
SIKicTh KWTTA TALiEHTIB OIHIOBANM 3a TphoMa ormmryBambHHKaMd — EORTC QLQ-C30, EORTC SHQ-C22, ICIQ-UL
PesymbTaTy mocmimkeHHS TATBEPIKYIOTh Kparty skicTb xutTs micns [1K 3 ax’roparTHOI0 X T, 0cobmBo momno ¢izuaHoro
CTaHy, aJIaNTalji MallieHTiB y CyCIUIbCTBI (COLabHINA MaciiTad), (piHAHCOBOI TOKCHYHOCTI, (DYHKI[IOHYBaHHS IILTYHKOBO-
KHIIIKOBOTO TPAakTy (3a CHMIITOMamH OJIOBaHHS], HyHOTH Ta niapei). Hame mocmimxenns miareepmwio, mo [TK moxe
3abe3neunTH ajekBaTHUI KOHTpoib MIPCM B okpeMux BHNAAKax i IOKa3alio, MO BiH MIPOIOHYE MAIi€HTaM XOPOIIi MIaHCH
Ha TpUBAJIE 30€PEKEHHS CEU0BOr0 MiXypa, 3a0e3Ieuyr0Un 3a10BUILHIN 3araIbHHUN MiCIONEePAIIMHIN CTaH 37I0pOB’ s Ta IKICTh
xutTs. [Tpu BuOOpi HalOLmbIT migxomsmoi cxemu JiikyBaHHs MIPCM i ipu BUOOpI pajiMKanbHOi IMCTEKTOMIT 200 4acTKOBOT
LMCTEKTOMII CJTiJi BpaXxoBYBaTH KpUTHYHHH ixij. [IpoTe BaxkiiBoO iH(pOpMyBaTH NALEHTIB, 1110 OpraHo30epiraroye JIiKyBaH-
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H JI03BOJISIE IOCSITTH KPAIIO SIKOCTI >KUTTSI, TIPOLIEC JIKyBaHHS MOXe OYTH JOBIINM, HIX TICIIS paJUKAIbHOT [IUCTEKTOMI].

INTRODUCTION

The treatment choice (transurethral resection
of the bladder, open resections or cystectomies) for
muscle invasive bladder cancer (MIBC) is still
controversial. According to the supporters of radical
cystectomy (RC), the bladder removal in MIBC is a
priority due to the high probability of recurrence
(50-90%) after organ-preserving treatment of MIBC
(Ebbing et al., 2018). At the same time, supporters of
organ-preserving surgeries for MIBC point out the
extremely low quality of life of patients after
cystectomy, despite various types of urinary deri-
vation (Halkin, 2007). Besides, the high injury rate
and technical difficulties make RC unacceptable for
some patients (Startsev, 2019). The advantage of
organ-preserving complex MIBC treatment is the
high quality of life figures, including social, physical,
sexual, cognitive well-being as compared to patients
who underwent RC.

The aim of the study was to analyze the
quality of life of MIBC patients’ life after radical
cystectomy (RC), after partial cystectomy (PC)
with adjuvant radiotherapy (RT) and after PC with
adjuvant chemotherapy (CT).

MATERIALS AND METHODS

We observed 120 MIBC patients who were
treated at the Kyiv city clinical oncological center
which is the base of State Institution «Academician
O.F. Vozianov Institute of Urology of the National
Academy of Medical Sciences of Ukraine» during the
period from 2008 to 2019. The patients were divided
into 3 groups depending on the intervention extent.
The 1st one included patients after RC with ICNP
(42), group 2 consisted the patients after PC and
adjuvant RT with a total dose to the bladder and
pelvic lymph nodes 45 to 64 Gy and the single dose
of 2 Gy for 6.5 weeks (using a linear accelerator
(41)), group 3 consisted the patients after PC and
adjuvant CT — 2-4 courses on the scheme of cisplatin
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70 mg/m® on day 1 + gemcitabine 1000 mg/m’> on
days 1, 8, 15 (37). The mean age of the 1st patients’
group was 62 years, in the 2nd group 63 years, in the
3rd group 58 years. According to the TNM clas-
sification, the distribution of patients was as follows:
T2a-T2b — 72 (60%), T3a-T3b — 43 (35.8%), T4a-
T4b — 5 (4.2%). Diagnosis was established in the all
cases by US, CT or MRI data, transurethral biopsy
(TUB) of bladder tumors in order to verify the
diagnosis and determine the depth of neoplastic
process invasion. Urothelial carcinoma of various
tumor differentiation degrees was morphologically
confirmed in all patients. According to the degree of
tumor differentiation the patients were distributed
as follows: high degree (G1) — 2 (1.6%), moderate
degree (G2) — 46 (38.3%), low degree (G3) — 72
(60.1%). As for localization, in the 1st group 70%
of tumors were located in the cervix, in the
remaining 30% — on the lateral bladder walls. In
2nd and 3rd groups 80% of the tumors were located
on the lateral walls, and 20% of them situated on
the lateral walls with transition to the bladder neck.
Cardiovascular diseases prevailed among co-
morbidities: in 1st group — 54%, in 2nd group —
56% and in 3rd group — 55%.

The patients' quality of life has been assessed
by three questionnaires. The first one is a modern
version of the EORTC quality of life questionnaire
(EORTC QLQ-C30) officially approved by the
EORTC Quality of Life Study Group and approved
for use in scientific studies (Aaronson, 1993). The
second questionnaire is the Sexual Health Ques-
tionnaire (EORTC SHQ-C22) which was recently
developed by the European Organization for Re-
search and Treatment of Cancer to assess the sexual
health of cancer patients (European Organisation for
Research and Treatment of Cancer, 2014). A third
tool, the International Consultation on Incontinence
Questionnaire—Urinary Incontinence (ICIQ-UI) is a
questionnaire to assess the frequency, severity and
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impact on quality of life (QoL) of urinary incon-
tinence in men and women in research and clinical
practice worldwide (International consultation on
incontinence  questionnaire-urinary incontinence
short form, 2019).

All 120 patients participating in the study
answered three questionnaires. The hypothesis of the
difference between the groups was verified using the
nonparametric Kruskal-Wallis H-test.

Descriptive statistics were performed (table on
pages Stat QLQ-30 and Stat ICIQ), including average
value, median, minimal value, maximal value, upper
and lower quantile (25 and 75%), standard deviation
and standard error of the mean.

A comparison was made between the three
groups based on the EORTC QLQ-30 and ICIQ sca-
les (stat file page QLQ-30 and Stat ICIQ). Processing
and analysis of the obtained results were carried out
using the method of statistical analysis by the
"STATISTICA for Windows v12.0" software. In
order to compare the quality of life, the Mann-Whit-
ney U-test was applied — a non-parametric statistical
test used to assess the differences between two
independent samples according to the level of the
characteristic. p is the level of statistical significance,
which is present in the calculation of all statistical
criteria, and highlights the accuracy degree of the
conclusion regarding the presence of differences.
p<0.01 — indicates the presence of differences, the
probability of error is 1% means that there are no
differences; p<0.05 — shows the probability of error
comprises 5%.

RESULTS AND DISCUSSION

In a retrospective study of 120 cases of
patients with MIBC after RC, PC with pelvic
lymphadenectomy, and adjuvant RT or CT, a 5-
year overall survival (OS) rate was achieved in
50%; 53%; 68% of patients, respectively. Cancer-
specific survival were 56%; 54%; 66%, res-
pectively. Recurrence-free survival (RFS) was
60%; 36%; 38% of patients, respectively.

EORTC QLQ-30 questionnaire

The results of the study confirm better quality
of life after PC with adjuvant CT, especially with
regard to physical condition, patients' adaptation in
society (social scale), financial toxicity, gastro-
intestinal tract functioning (according to symptoms of
vomiting, nausea and diarrhea).

Quality of life figures were lower after RC as
compared to those after PC. The only scale for which
the scores in group 1 were better than in groups 2 and
3 was the Fatigue scale which may be associated with
a longer follow-up period, presence of repeated

surgeries for MIBC relapses among group 2 and 3
patients that had the influence on the patients
prolonged stay in the hospital (Table 1).

a) High median on the other scales means the
higher intensity of dysfunction.

b) High median on the Quality of Life scale
means a high living standard.

When assessing the overall scale Quality of
Life, the median scores were equal in all groups.
However this scale is not the integral one, so when
interpreting the data one should take into account the
values obtained in all scales of the questionnaire.
When analyzing the graph, the maximum deviation
towards the 25th percentile (towards the worst in-
dicators) was found in group 1, and the maximum
deviation towards the 75" percentile (towards the best
indicators) in groups 2 and 3 (Table 1). It was found
for patients after open resection of the bladder to be
higher quality of life (Sveklina and Krupin, 2012).
When comparing the average indices according to the
role scale, the indices in the 2™ group were worse than
those in the 3™ group, but during detailed analysis the
maximum deviations towards the worse indices were
revealed in the 1% group. According to the emotional
scale the medians of groups 2 and 3 are equal; ho-
wever a detailed evaluation of all deviations revealed
that group 2 has patients with less pronounced
emotional deviations, and group 1 has a higher level
of psycho-emotional disorders. The median scores on
the Pain symptom scale were equal in groups 2 and 3,
but scores deviation towards worse side was greater
among group 1 patients, indicating a greater pain
severity in patients in this group. No statistically
significant differences were found among patients in
all groups on the cognitive scale (whose questions
concerned interest in books and TV watching).

According to the EORTC QLQ-30 question-
naire, a higher level of quality of life was found
among group 3 patients. Low level of quality of life
was confirmed in patients after RC (group 1). At the
same time, intermediate results were obtained in
group 2 after RC with LT. These results were as-
sociated with a smaller extent of surgery than that in
group 1, bladder preservation, the long follow-up
period, and an older age composition of patients as
compared to group 3 (Table 1).

As shown in Table 2, the group of patients
with PC and CT, PC and RT had better sexual
health indices according to the EORTC SHQ-C22
questionnaire, as compared to the group of patients
after RC. These findings are further evidence of the
better quality of life in patients after partial
cystectomy with CT and RT.
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TABLE 1. Assessment of patients' quality of life according to the EORTC QLQ-30 questionnaire

Radical

cystectomy with

Partial cystectomy
with adjuvant

Partial cystectomy
with adjuvant

Scale of the orthotopic ileal radiation therapy chemothera
questionnaire neobladder M+SE Py
1 2 3
General scale of life 63.88+1.90 81.04+1.84 80.64+1.74
quality p1-2=0.000 p2-3=0.560 p1-3=0.000
Functional scale
Physical scale 77.76+1.92 79.00+1.73 76.36+1.49
p1-2=0.409 p2-3=0.087 p1-3=0.969
Role scale 72.4442 .38 68.40+1.80 60.36+1.31
p1-2=0.193 p2-3=0.001 p1-3=0.000
Emotional scale 79.20+1.40 60.80+2.07 62.16+2.14
p1-2=0.000 p2-3=0.478 p1-3=0.000
Cognitive scale 88.72+2.09 89.32+1.95 81.56+2.12
p1-2=0.915 p2-3=0.001 p1-3=0.010
Social scale 85.48+2.31 76.44+2.12 78.4£2.04
p1-2=0.001 p2-3=0.534 p1-3=0.005
Symptomatic scale
Tiredness 27.92+2.85 29.60+2.34 44.56+3.44
p1-2=0.554 p2-3=0.003 p1-3=0.002
Nausea/vomiting 63.08+2.64 22.96+1.10 31.76£1.08
p1-2=0.000 p2-3=0.000 p1-3=0.000
Pain 38.36+2.34 23.08+1.35 21.48+1.23
p1-2=0.000 p2-3=0.502 p1-3=0.000
Dyspnea 0.00+0.00 2.60+0.44 4.52+0.70
p1-2=0.000 p2-3=0.017 p1-3=0.000
Loss of appetite 7.40+0.86 4.24+0.46 4.32+40.63
p1-2=0.003 p2-3=0.814 p1-3=0.007
Sleep disturbance 23.64+1.45 15.52+1.16 10.68+0.97
p1-2=0.000 p2-3=0.004 p1-3=0.000
Constipation 10.36+0.57 4.36+0.80 3.84+0.43
p1-2=0.000 p2-3=0.976 p1-3=0.000
Diarrhea 4.00+0.41 10.64+0.79 5.56+0.42
p1-2=0.000 p2-3=0.000 p1-3=0.011
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TABLE 2. Estimates of the sexual health of cancer patients

Radical Partial Partial
Sex cvstectom cystectomy + cystectomy +
y y chemotherapy radiation therapy
Men Erection 25.2 12.1 14.1
Hardness 3.1 1.2 2.5
Desire 5.1 2.7 3.2
Ejaculation 133 34 53
Women Lubrication / Dryness 10.1 4.2 3.2
Desire 11.6 34 4.2
Orgasm 13.7 2.8 4.5
Dyspareunia 11.4 33 3.1

Note. A higher indicator means a higher severity of dysfunction.

ICIQ-UI SF questionnaire

The ICIQ-UI is used to assess the incidence,
severity and impact on quality of life (QoL) as-
sociated with urinary incontinence in men and women
in research and clinical practice worldwide.

Functional outcome — urinary incontinence
after RC is one of the main problems affecting the
long-term quality of life (Yang, 2016). Published con-
tinence figures in large series range from 90 to 92%
for daytime continence, and 80% for nocturnal
continence. The high incidence rate of urinary incon-
tinence after cystectomy was associated with the

Partial cystectomy
M with adjuvant
chemoterapy
Partial cystectomy
B with adjuvant
radiation therapy
Radical
cystectomy with
orthotopic ileal
neobladder

technical aspects of surgery, in particular the neces-
sity to remove the prostate and neurovascular com-
plex to provide better oncological outcomes. The
worst indicators of urinary incontinence in the group
of radiation therapy were due to radiation cystitis and
formation of microcysts.

According to Figure, the best outcomes with a
lower incontinence rate were in patients after PC, and
the worst ones after RC. These data serve as further
evidence of the benefits of PC with adjuvant
chemoradiation therapy.

Note. A higher index means a higher severity of dysfunction

Assessment of patients' quality of life according to the ICIQ-UI questionnaire
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Unsatisfactory oncological results after cys-
tectomy may be due to surgical intervention resulting
in erectile dysfunction and urinary incontinence.
However, PC has been considered as the least
traumatic and oncologically effective treatment
(Hamad etal.,, 2020; Knoedler and Frank, 2015;
Knoedler etal., 2012; Holzbeierlein etal., 2004;
Kassouf et al., 2006; Capitanio et al., 2009). Our data
based on the questionnaire usage suggesting that
organ-preserving complex MIBC treatment is an
alternative to radical cystectomy for the selected
patients. Over the last decade the efficiency of organ-
preserving complex MIBC treatment was confirmed
in literature, this approach not only allows to achieve
similar oncological results as in case of RC, but also
gives an opportunity to improve patients' long-term
quality of life (Knoedler and Frank, 2015).

Sexual dysfunction is characterized by im-
paired libido and psychophysiological changes rela-
ted to the sexual response cycle in men and women,
or pain during sexual intercourse (Sveklina and
Krupin, 2012). The World Health Organization
(WHO) defines sexual health as a state of physical,
emotional, mental and social well-being related to
sexuality, and it is not simply the absence of disease,
dysfunction or impairment (Bessa et al., 2020). So,
sexual health must be assessed holistically through
the complex interplay between biological, psycho-
logical, interpersonal, and social/cultural factors
since all of these factors can affect sexual function

urologiya.dmu.edu.ua

and well-being. Although the European As-
sociation of Urology (EAU 2019) and National
Comprehensive Cancer Network (NCCN guide-
lines, 2020) recommend that the standard treatment
for MIBC is RC with pelvic lymph node dissection,
our retrospective analysis shows a quality-of-life
advantage of organ-preserving comprehensive
treatment for MIBC (Table 2).

Our study is limited by its retrospective nature
and small sample size. However, we confirmed that
PC can provide adequate control of MIBC in the
individual cases and showed that it offers patients a
good chance of long-term bladder preservation pro-
viding satisfactory overall postoperative health and
quality of life. It is our belief that the patient's age,
psycho-emotional status, and the spread of the tumor
process are important factors contributing to the
achievement of better quality of life especially in
terms of erectile function and urination quality.

CONCLUSION

A critical approach should be taken into
consideration when choosing the most appropriate
regimen for treatment of MIBC and considering
between radical cystectomy or partial cystectomy.
However, it is important to inform patients that organ-
preserving treatment allows them to achieve a better
quality of life, the treatment process may be longer
than that after radical cystectomy.
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