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Abstract

BACKGROUND: We assessed patients and tumor characteristics, as wdl as hedth-rdated
quality of life (HRQoL) items, associated with curative intent trestment decision-meking in
dinicaly locaized prostate cancer (PCa) patients.

METHODS: Clinicaly localized PCa treated with ether radical prostatectomy (RP) or radiation
therapy (RT) within 12 months from diagnosis were abstracted from The PROState cancer
nonitoring in I Tay, fromthe Nationa Research Council (Pros-IT CNR) database. Multivariable
logistic regression (MLR) models predicting RT vs. RP were fitted, after adjustment for HRQoL
itens, patients and tumor characteristics.

RESULTS: Of 1 041 patients, 631 (60.2%) were trested with RP and 410 (39.8%) with RT.
Rdativeto RT, RP patients were younger age (mean age 64.536.6 vs. 71.424.9, p<0.001) and had
higher rates of D’Amico low-intemediate risk groups (31.8 vs. 21.9% low, 46.3 vs. 43.5%
intermediate and 21.9 vs. 34.6% high risk, p<0.001). Overall, 93.2% of RP patients were enrolled
by Urologists and 82.7% of RT patients by Radiation Oncologists. RP patients had generdly
higher means values of HRQoL itens. In MLR modds, higher RT rates were independently
associated with more advanced age (odds ratio [OR] 6.14, p<0.001) and BMI >30 kg/n? (OR 1.78,
p<0.001). Conversdy, lower rates of RT were independently associated with married (OR 0.55,
p=0.01) and worker status (OR 0.52, p=0.004), enrolImentin academic centers (OR 0.59, p=0.005)
and higher physical conmposite score (OR 0.88, p=0.03) and basdine sexua function (OR 0.92,
p<0.001) iters.

CONCLUSIONS: Most patients with clinicaly localized prostate cancer undergoing definitive

treatment at Italian institutions recaive RP insteed of RT. Moreover, those who are younger,
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married, working, as well as those with better physica and sexud function are nore likdy to
Undergo surgery.

Keywords: |ocaized prostate cancer; radical prostatectomy; radiation therapy; decision-making; health
related qudity of life
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L Introduction

Different treatment modalities may be offered to patients diagnosed with clinicaly
localized prostate cancer (PCa)t 3. Anmong these, trestments with curative intent include radical
prostatectormy ([RP] open, laparoscopic or robotic) and radiation therepy ([RT] extend beam
radiation therapy [EBRT] or brachytherapy) with or without androgen-deprivation therapy (ADT).
To date, none of these two trestment modalities have been definitely proven to be superior interm
of oncological benefit*®. Nonetheless, each treatment is associated with specific risks and side
effects which may invariably impact on patients’ health-related quality of life (HRQoL )",

As result of lack of specific evidences supporting the preferentid use of ether RP or RT
among the same risk categories, decision-meking process for men diagnosed with dinically
localized PCais often conditioned by patients’ preferences®'© and festures other than oncological
characteristics distinctive of PCa. Indeed, severd studies showed how sociodemographic
characteristics'* 13, such as age, comorbidity, educational level, as wdl as provider facilities',
specialist seen, as wd| as multimodal discussion™1%, and socia support, strongly influence this
decision-nmaking process.

In this population-based study, we assessed deteminants of recaipt of treatment with
curdive intent (i.e RP or RT) in dinically localized PCa We accounted for dinica,
sociodemographic and tumor features, as wdl as HRQoL iterrs, assessad through validated
patient-reported outcomes measures (PROMs), prospectivay collected within the PROState

cancer monitoring in I Taly project fromthe National Research Council (Pros-IT CNR)*,
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2 Materials and Methods
2.1 Study design and population

ThePros-IT CNR projectis aprospective observational longitudinal study which monitors
an Italian cohort of 1 705 PCa men'®? through validated tools. Ninety-seven Italian public or
private facilities, including 51 Urology, 39 Radiation Oncology and 7 Medica Oncology units,
were involved in the Pros-IT CNR project. All the units were, identified on the basis of project
Steering Committee recommendations. Patients digible for recruitment were nmales aged 18 years
or more willing to participate into the study and that were newly diagnosed with biopsy-confimed
PCa between September 2014 and Septermber 2015. Each participating center was required to
enrol| consecutive pati ents. Patients were eval uated every six-months for thefirst year, then yearly
up to five years from enrollment. The approval of the Ethics Committee of coordinating center
(Sant’Anna Hospital, Como, Italy; register number 45/2014), as well as of al loca Committess,
were obtained. Informed consent was signed by each patient.

The am of the present study was to examine the use of curative trestment in patients with
dinicaly locaized PCa and to identify health-rdated qudity of life (HRQoL) iterrs, as well as
patients- and physicians-associated characteristics, to drive treatment type sdection. For the
present anaysis, only patients with dinicaly localized PCa treated with curative intent were
included. Specificaly, dinicaly locaized stage definition, i.e ¢cT1 and cT2 tunmors, as wdl as
staging work-up, followed the current guideines™2. Treatment options were categorized into two
groups: (a) RP, aoneor as afirst step of multimodal treatment (RP plus EBRT plus/minus ADT),
and (b) RT, done or as part of multinodal treatment (EBRT plus ADT or brachytherapy
plus/minus ADT). Only patients with a residual life expectancy of at least 10 years wereincluded,

according to guiddines recommendation of offering RP to patients with life expectancy of more
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than 10 years. Life expectancy was calculated based on the Itdian National I nstitute of Statistics
(ISTAT) estimetes for 2016. Specifically, residua life expectancy was calculated as the average
number of years that a person of a specific age can expect to live, assuming that age-specific
nortaity levels remain constant. Further exclusion criteria consisted of lack of information of
recaved treatment, patients treated with foca therepy, androgen deprivation therapy alone,
nonitoring (i.e active surveillance or watchful waiting) and patients that did not retum at lesst
one questionnaire. These sdection criteria yielded a cohort of 1 041 men with clinically localized
PCa(Figurel).
2.2 Covariates

Among patients’ covariates, age at diagnosis, body-mess index (BMI), smoking status,
comorbidities - assessad by the Cumulative IlIness Rating Scale (CIRS) - family history of PCa,
marital status, working status and area of residence were included. PROMs were assessed by
validated questionnaires ddivered, sdf-administered and retumed during in-hospital visits, at
diagnosis and then at 6 and 12 months after enrollment. Physical (PCS) and mental conmposite
scores (MCS) were eval uated by the Italian versions of the Short-Form Health Survey (SF-12)%%
Urinary, bowd and sexual functions and bothers (UF/B, BF/B, SF/B, respectivdy) were eval uated
by the University of California Los Angdes-Prostate Cancer Index (Italian UCLA-PCI)?. Scores
of both questionnaires ranged from 0 to 100, with higher scores indicating better outcomes. Using
Gleason grade, PSA levd and dlinicd stage, tumors were categorized according to European
Association of Urology risk group as low, intermediate, or high risks. Finally, characteristics of
institution wheretheinitia prostate cancer was diagnosed (i.e. presence of Urology unit, Radiation
Oncology Unit and/or Prostate Cancer Unit and type of institution — academic vs. non-academic),

as wdl as physician that enrolled the patient, were collected.
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2.3 Statistical Analydis

Number and percentages were presented for categorical variables, while means and
standard deviation (SD) or medians and interquartile ranges (IQR) for continuous variables. No
imputation of missing daa was performed. Patient demographics, tumor characteristics and
basdine PROMs were compared between RP vs. RT using chi-square or Fisher’s Exact test for
categorica variables, and mixed modds or Wilcoxon rank-sum test for continuous variables.
Additionally, to aid the interpretation of the results, the minimal clinicaly important difference
(MID), which provides a measure of the smallest change in the PROMs of interest that patients
perceive as important, was caculated for PROMs and defined as half standard deviation of the
mean at basdine?>?4, M ultivariable logistic regression model's predi cting treatment receipt (RT vs.
RP) were fitted. Adjustment variables consisted of socio-demographic characteristics (age at
diagnosis, education, marital status, work conditions, geographical area of residence), lifestyleand
hedth status (smoking status, family history of prostate cancer, comorbidities, diabetes, BMI),
D’Amico risk classes and PROMs. The linearity assumption for quantitative variables was
evaluated on the basis of the quartiles and interactions anong covariates were also eva uated.
Finaly, as sensitivity analysis, multivariable logistic regression moddls were repeated without
inclusion of PROMs.

All statistical tests were two-sided with a levd of significance set at p <0.05. Analyses

were paformed using SAS software, version 9.4 (SAS Institute).
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3. Reaults
3.1 Baseline patients’ characteristics

For the purpose of the study, 1 041 patients with clinically localized PCa were considered
(Figure 1). Of these, 631 (60.3%) patients were treated with RP (509 with RP alone and 122 with
RP followed by RT with or without ADT) and 410 patients (39.4%) were treated with RT (242
with EBRT done 150 with EBRT plus ADT and 18 with brachytherapy). Basdine
sociodemographic and tumors characteristics are sunmmarized in Table 1. When compared to RT
group, RP patents exhibited younger age (mean age 64.536.6 vs. 71.434.9, p<0.001).
Additionally, RP patients were nore frequently married or cohabiting (89.2 vs. 81.4%, p<0.001),
still working (39.6 vs. 13.0%, p<0.001) and with higher educationa leve (79.8 vs. 66.0%,
p<0.001). Median PSA at diagnosis was lower in RP patients (6.6 vs. 7.3ng/ml, p=0.02). D’ Amico
risk classification was as follows: 31.8 vs. 21.9% low, 46.3 vs. 43.5% intermediate and 21.9 vs.
34.6% high risk, for respectively RP and RT patients (p<0.001).

Additionally, 93.2% of RP patients were enrolled by Urologists, 6.5% by Radiation
Oncologists and 0.3% by Medical Oncologists. Conversdy, 16.6% of RT patients were enrolled
by Urologists, 82.7% by Radiation Oncologists and 0.7% by Medica Oncologists (Table 2).

3.2 Basdine patients reported outcomes

There was a statistically significant difference in basdine PROMs that were higher in RP
patients with the exception of MCS that was higher in RT patients (Table 3, Figure 2). However,
these differences were minor. The MID did not exceed for all the PROMs with the exception of
the UCLA-PCI SF. Here, the MID exceaded 0.5 SD of the basdine values (mean score of
61.4+28.6 vs. 39.029.9, for respectivdly RP and RT patients, MID 15.6 p<0.001).
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3.3 Mulltivariablelogistic regression modeds predicting treatment receipt

In multivariable logistic regression modds predicting trestment receipt (Table 4), more
advanced age (odds ratio [OR] 6.14, p<0.001) and BMI > 30 kg/m? (OR 1.78, p<0.001) were
independent predictors of RT treatment. Convearsdly, married or cohabiting patients (OR 0.55,
p=0.01), workers (OR 0.52, p=0.004) and patients enrolled in academic centers (OR 0.59,
p=0.005) less frequently were treated with RT. Anmong HRQoL iterrs, only PCS and SF itens
reached the independent predi ctor status. Specificaly, afive-pointincreasein both PCS (OR 0.88,
p=0.03) and SF (OR 0.92, p<00.001) were independent predictors of lower RT trestments.

In sensitivity analyses, after removing PROMs, more advanced age (OR 7.26, p<0.001),
BMI > 30 kg/m2 (OR 1.91 p<0.001) and diabetes (OR 1.87, p=0.01) were independent predictors
of RT treatment. Conversdy, married or cohabiting patients (OR 0.51, p=0.01), workers (OR 0.45,
p=0.004) and patients enrolled in academic centers (OR 0.60, p=0.005) |ess frequently weretreated

withRT.
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4. Discussion

Men diagnosed with dinically localized PCa who desire treatment with curative intent face
highly preference-sensitive choice between RP and RT. Indead, both RP and RT are recognized as
equivalent trestment options in patients with clinically locdized PCa by both European and North-
American guiddines'?. Therefore, sdection of either RP or RT as initia trestment in clinicaly
localized PCa may be challenging for both physicians and patients. The present study i nvestigated
pati ents and tunor characteristics, as well as HRQoL iterrs, that may be associ ated with treatment
decision-meking in a contemporary nation-based cohort with clinicaly localized PCa and more
than ten-year life-expectancy. Our analyses resulted in several noteworthy findings.

First, inthis study, 60% of patients weretreated with RP, while 40% weretreated with RT.
Thisfinding is in agreament with previous popul ation and nation-based analyses” %/, where rates
of RP exceaded those of RT in dlinically localized PCa patients. As those previous reports, RP
patients were generdly younger and with longer life expectancy. Additionally, RP paients were
nore frequently still working, more frequently married or cohabiting, and had higher educationa
levd. Conversdy, non-clinicaly meaningful differences were recorded according to comorbidity
profile Of these demographic patient’s characteristics, only younger age, married or cohabiting
status and still working condition were significantly associated with being treated with RP after
nultivariable adjustment.

Second, RP patients RP patients presented with lower D’ Amico risk class. These findings
suggest a more favorable tumor phenotype in RP patients. However, D’ Amico risk class was not
significantly associated with treatment receipt. These observations suggest that both RP and RT

are equally offered based on tunmor characteristics in clinicaly locaized disease.
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Third, the vast mgjority (93.2%) of RP patients were enrolled by Urologist, while the vast
mejority of RT patients (82.7%) were enrolled by Radiation Oncologist. Additionally, urologists
enrolled 16.6% of RT, whileradiation oncologists enrolled 6.5% of RP. Dueto the widedifference
in the proportions, it was not possible to test in multivariable modes the effect of physician who
enrolled the patient. Previous reports'™>2 consistently showed that both Radiation Oncologists and
Urologists mainly prescribe the treatment modalities they offer. Moreover, if we consider thetime
span of the previous studies™?, our findings suggested that the pattern of trestment decision-
meking according to physician specialty have remained unchanged for the past two decades.
Finaly, it should be noted that in our cohort biopsy was peformed by Urologists in most al of
the cases. Therefore, the Urologist was the physician who made the upfront PCa diagnosis.

Fourth, PROMs a basdine were generally higher in RP patients. Nevathdess, this
difference may be considered clinically meaningful only for SF. This observation may be further
confirmed by the fact that only SF item exceed the MID. However, it should be noted that these
PROMs were deveoped before the MID concept was widespread and that use of MID was not
included in the prespecified anaysis plan. Therefore, MID should beuseas anaid ininterpretation
of the results. In the present cohort, the dlinically meaningful differencein PROMs was recorded
for SF item that additiona ly exceaded the MID. Nonghdess, this difference may be attributable
to the younger age of RP patients, as previously reported?®. After adjustment for multiple
covariates, only SF and PCS iters were significantly associated with trestment recapt
Specifically, higher SF and PCS scores were associated with alower likdihood of recaeiving aRP.
Previous studies showed how patients’ preference'®?, as well as patients’ bother from treatment
side effects®®3!, may play an important role in treatment decision-meking progress. However, to
the best of our knowledge, this is the first study that investigated how HRQoL collected with
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validated PROMs may be rd ated to trestment choi ce. Indeed, choosing a treatment option that less
negatively affects mental and physical health, as wdll as urinary, sexua or bowe function, may be
prioritized by many patients.

In this contemporary nation-based cohort of dinicaly locaized PCa patients treated with
treatment with curative intent, the mgjority (60%) received RP. Higher RP rates weresignificantly
associated with younger age, married status and still working conditions, as well as with higher
basdine HRQoL items, with the biggest difference recorded for SF. It is worth of mention that
those should be the subjects featured by the largest independence in choosing treatments, as wdl
those more interested in sexua life. Therefore, it could be concluded that the expectations to
achieve the more radica treatment have overcome any concem on the side effects of surgery on
sexud function®. Altematively, the physicians proposing surgery undermined such effects. Of
interest, neither comorbidity profile nor D’ Amico risk class were significanly associated with
treatment recalpt in our cohort, suggesting that contemporary surgica indication is not influenced
by these factors due to the improvement of peri- and intra-operaive care and the widening
indication to more aggressive tumors. Thesefindings offer aninsight in the present Italian scenario
and are of remarkabl e importance to further interpret the outcomes in pati ents treated with RP and
RT that will be the matter of next future studies. Additionaly, our findings further encourage the
importance of a multidisciplinary approach®, in order to provide the best tools for decision-
meking. Indeed, it has been demonstrated that multimodal discussion may dter maenagement plans

in 25% to 50% of PCa cases!®.

This study has severd strengths and potential limitations that should be acknowledged.
First of all, a strength of the study is the popul ation-basad design of contemporary patients, which
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yielded a cohort that is more representative than institutiona reports. However, the findings of the
current study derived from exploratory analyses of an observationa study design, which could
have made results susceptible to confounders. Additiondly, the involvement of participating
centers on a voluntary basis, with dmost haf from the North of Itay, could have limited the
representability of al Italian scenario. Second, this study is also unique in assessing patient
reported HRQoL iters through prospectivdy and systemetically collected validated
questionnaires. Nonetheess, patients’ involvement in treatment decision-meking could not be
assessed. Similarly, also data on patient’s income and social network could not be assessed.
Therefore, we could not test the effect for these variables on treatment choice. Third, physician
recommendations that may have influenced treatiment choice could not be assessed. Moreover,
whether multimodal discussi on was performed al so could not be adequatdly assessed. Nonethel ess,
we accounted for center characteristics, such as presence of Prostate Unit and academic status.
Fourth, due to the low number of patients treated with active surveillance, and due to the lack of
informnation on active surveillance strategy, in this study was not possibleto investigate also active

surveillance among treatment modalities.

This document is protected by intemational copyright laws. No additional reproduction is autharized. It is permitted for personal use to download and save only one file an int only one
copy of this Arficle. It is not permitted fo make addifional copies (either sporadically or systematically, either printed or elecironic) of the Article for any purpose. It is nof permmi to distibute
the electronic copy of the article through online intemet and/or infranet file sharing systems, electronic maiing or any other means which may dlow access fo the Article. The use of all or any
part of the Arficle for any Commercial Use is not pemmitted. The creation of derivative works from the Arficle is not permitted. The production of reprints for personal or commercial use is not
pemifted. It is not permifted to remove, cover, overay, obscure, block, or change any copyright nofices or terms of use which the Publisher may post on the Arficle. It is not pemmitted to
frame or use framina techniaues fo enclose anv frademark, loao. or other proprietary information of the Publisher.



COPYRIGHT® EDIZIONI MINERVA MEDICA

5. Condusions
Most patients with dinically localized prostate cancer undergoing definitive trestment at
Italian institutions receive RP instead of RT. Moreover, those who are younger, married, working,

as wdl as those with better physica and sexual function are more likdy to undergo surgery.

This document is protected by infematfional copyright laws. No additional reproduction is authorized. It is permifted for personal use to download and save only one file an int only one
copy of this Arficle. It is not permitted fo make addifional copies (either sporadically or systematically, either printed or elecironic) of the Article for any purpose. It is nof permmi to distibute
the electronic copy of the article through online intemet and/or infranet file sharing systems, electronic maiing or any other means which may dlow access fo the Article. The use of all or any
part of the Arficle for any Commercial Use is not pemmitted. The creation of derivative works from the Arficle is not permitted. The production of reprints for personal or commercial use is not
permitted. It is not permitted fo remove, cover, overay, obscure, block, or change any copyright nofices or terms of use which the Publisher may post on the Arficle. It is not pemitted to
frame or use framina techniaues fo enclose anv frademark, loao. or other proprietary information of the Publisher.



COPYRIGHT® EDIZIONI MINERVA MEDICA

Notes

Conflict of Interest

All the authors report no potential conflict of interest to disclose.

Funding

None

Authors contribution

Concept and design: Antondli, Paumbo, Noale, Maggi

Data collection: all the authors, Pros-IT CNR Group:

Anaysis and interpretation of data: al the authors

Statistical andysis: Node

Drafting the manuscript: Antondli, Palumbo, Noale

Revision for important intellectual content: Artibani, Bassi, Bertoni, Bracarda, Bruni, Corvo,
Gacci, Magrini, Montironi, Porreca, Tubaro, Zagond, Maggai

Supervision: Antondli, Maggi

TheProsIT CNR Group:

Steering Committee Gagtano CREPALDI (Padova); Stefania MAGGI (Padova); Marianna
NOALE (Padova); Angdo PORRECA (Padova); Wdter ARTIBANI (Verona); Pierfrancesco
BASSI (Roma); Sergio BRACARDA (Arezzo); Giario Natale CONTI (Cono); Renzo CORVO
(Genova); Piepaoclo GRAZIOTTI (Milano); Riccardo Maurizi ENRICI (Roma); Vincenzo
MIRONE (Napoli); Rodolfo MONTIRONI (Ancona).

Sdentific committee Filippo BERTONI (Brescia); Mauro GACCI (Firenze); Stefano Maria
MAGRINI (Brescia); Giovanni MUTO (Roma); Stefano PECORARO (Avdlino); Umbeto
RICARDI (Torino); Andrea TUBARO (Romm); Vittorina ZAGONEL (Padova); Filiberto
ZATTONI (Padova).

Working Group: Anna Rita ALITTO (Roma); Enrica AMBROSI (Brescia); Alessandro
ANTONELLI (Brescia); Cynthia ARISTEI (Perugia); Michde BARBIERI (Napoli); Franco
BARDARI (Asti); LiliaBARDOSCIA (Brescia); SalvinaBARRA (Genova); Sara BARTONCINI

(Torino); Umbeto BASSO (Padova); Carlotta BECHERINI (Firenze); Rita BELLAVITA
(Perugia); Franco BERGAMASCHI (Reggio Emilia); Stefania BERLINGHERI (Brescia);

This document is protected by intemational copyright laws. No additional reproduction is authorized. It is permitted for personal use to download and save only one file on‘%gi
copy of this Arficle. It is not permitted fo make addifional copies (either sporadically or systematically, either printed or elecironic) of the Article for any purpose. It is nof permmi

frame or use framina techniaues fo enclose anv frademark, loao. or other proprietary information of the Publisher.

fo distibute
the electronic copy of the article through online intemet and/or infranet file sharing systems, electronic maiing or any other means which may dlow access fo the Article. The use of all or any
part of the Arficle for any Commercial Use is not pemmitted. The creation of derivative works from the Arficle is not permitted. The production of reprints for personal or commercial use is not
pemifted. It is not permifted to remove, cover, overay, obscure, block, or change any copyright nofices or terms of use which the Publisher may post on the Arficle. It is not pemmitted to



COPYRIGHT® EDIZIONI MINERVA MEDICA

Alfredo BERRUTI (Brescia); Marco BORGHESI (Bologna); Roberto BORTOLUS (Pordenone);
VaentinaBORZILLO (Napoli); Davide BOSETTI (Milano); Giuseppe BOVE (Foggia); Pierduigi
BOVE (Roms); Maurizio BRAUSI (Modena); Alessio BRUNI (Modena); Giorgio BRUNO
(Ravenna); Eugenio BRUNOCILLA (Bologna); Albeto BUFFOLI (Brescia); Michda
BUGLIONE (Brescia); Consudo BUTTIGLIERO (Torino); Giovanni CACCIAMANI (Verona);
Michda CALDIROLI (Varese); Giuseppe CARDO (Bari); Giorgio CARMIGNANI (Genova);
Giuseppe CARRIERI (Foggia); Emanude CASTELLI (Torino); Elisabetta CASTREZZATI
(Brescia); Gianpie'o CATALANO (Milano); Susanna CATTARINO (Roma); Francesco
CATUCCI (Roma); Dario CAVALLINI FRANCOLINI (Pavia); Ofdia CECCARINI (Bergan);
Antonio CELIA (Vicenza); Francesco CHIANCONE (Napoli); Tommeso CHINI (Firenze);
Claudia CIANCI (Pisa); Antonio CISTERNINO (Foggia); Devis COLLURA (Torino); Franco
CORBELLA (Pavia); Matteo CORINTI (Cono); Paolo CORSI (Verona); Fiorenza CORTESE
(Alessandria); Luigi CORTI (Padova); Cosimo DE NUNZIO (Ronwg); Olga CRISTIANO
(Avdlino); Rolando D’ANGELILLO (Roma); Luigi DA POZZO (Bergan); DanideD’agostino
(Padova); David D’ANDREA (Bolzano); Matteo DANDREA (Padova); Michde DE ANGELIS
(Arezzo); Ottavio DE COBELLI (Milano); Bemardino DE CONCILIO (Vicenza); Antondlo DE
LISA (Cagliari); Stefano DE LUCA (Torino); Agostina DE STEFANI (Bergano); Chiara
Lucrezia DEANTONI (Milano); Claudio DEGLI ESPOSTI (Bologna); Anna DESTITO
(Catanzaro); Beatrice DETTI (Firenze); Nadia DI MUZIO (Milano); Andrea DI STASIO
(Alessandria); Calogero DI STEFANO (Ravenna); Danilo DI TRAPANI (Palemo); Giuseppe
DIFINO (Foggia); Marco FABIANO (Napoli); Sara FALIVENE (Napoli); Giuseppe FARULLO
(Roma); Paolo FEDELINI (Ngpoli); llaria FERRARI (Varese); Francesco FERRAU (Messina);
Matteo FERRO (Milano); Andrei FODOR (Milano); Francesco FONTANA (Novara); Francesco
FRANCESCA (Pisa); Giulio FRANCOLINI (Firenze); Paolo FRATA (Brescia); Giovanni
FREZZA (Bologna); Piero GABRIELE (Torino); Maria GALEANDRO (Reggio Emilia);
Elissbeta GARIBALDI (Torino); Pigro Giovanni GENNARI (Arezzo); Alessandro
GENTILUCCI (Roma); Alessandro GIACOBBE (Torino); Laura GIUSSANI (Varese); Giuseppe
GIUSTI (Cagliari); Paolo GONTERO (Torino); Alessia GUARNERI (Torino); Cesare GUIDA
(Avdlino); Alberto GURIOLI (Torino); Dorijan HUQI (Bolzano); Ciro IMBIMBO (Napoli);
Gianluca INGROSSO (Roma); Cinzia IOTTI (Reggio Emilia); Corrado ITALIA (Bergamo);
Pierdanide LA MATTINA (Milano); Enza LAMANNA (Ravenna); Luciana LASTRUCCI
(Arezzo); Grazia LAZZARI (Taranto); Fabiola LIBERALE (Bidla); Giovanni LIGUORI
(Trieste); Roberto LISI (Rome); Frank LOHR (Modena); Riccardo LOMBARDO (Roma); Jon
LOVISOLO (Varese); Giuseppe Mario LUDOVICO (Bari); Nicola MACCHIONE (Novara);
Francesca MAGGIO (Imperia); Michde MALIZIA (Bologna); Gianluca MANASSE (Perugia);
Giovanni MANDOLITI (Rovigo); Giovanna MANTINI (Roma); Luigi MARAFIOTI (Cosenza);
Luisa MARCIELLO (Prato); Alberto Mario MARCONI (Varese); Antonietta MARTILLOTTA
(Cosenza); Salvino MARZANO (Prato); Stefano MASCIULLO (Bergano); Gloria MASO
(Verbania); Adde MASSENZO (Cosenza); Ercole MAZZEO (Modena); Luigi MEARINI
(Perugia); Serena MEDORO (Ferara); Rosa MOLE (Catanzaro); Giorgio MONESI (Novara);
Emaenude MONTANARI (Milano); Franco MONTEFIORE (Alessandria); Giampaolo
MONTESI (Rovigo); Giuseppe MORGIA (Catania); Gregorio MORO (Bidla); Giorgio
MUSCAS (Cagliari); DanidaMUSIO (Roma); Paolo MUTO (Napoli); Giovanni MUZZONIGRO
(Ancona); Giorgio NAPODANO (Salemo); Carlo Luigi Augusto NEGRO (Asti); Mattia NIDINI
(Mantova); Maria NTRETA (Bologna); Marco ORSATTI (Imperia); Camda PALAZZOLO
(Messing); Isabdla PALUMBO (Perugia); Alessandro PARISI (Bologna); Paolo PARMA

This doecument is protected by intemational copyright laws. No additional reproduction is authorized. It is permitted for personal use to download and save only one file on‘% int only one
copy of this Arficle. It is not permitted fo make addifional copies (either sporadically or systematically, either printed or elecironic) of the Article for any purpose. It is nof permmi

the electronic copy of the article through online intemet and/or infranet file sharing systems, electronic maiing or any other means which may dlow access fo the Article. The use of all or any
part of the Arficle for any Commercial Use is not pemmitted. The creation of derivative works from the Arficle is not permitted. The production of reprints for personal or commercial use is not
pemifted. It is not permifted to remove, cover, overay, obscure, block, or change any copyright nofices or terms of use which the Publisher may post on the Arficle. It is not pemmitted to

frame or use framina fechniaues fo enclose any frademcark, loco, or other prorietary information of the Publisher.

fo distibute



COPYRIGHT® EDIZIONI MINERVA MEDICA

(Mantova); NicolaPAVAN (Trieste); Martina PERICOLINI (Roma); Francesco PINTO (Roma);
Antonio PISTONE (Salemo); Vderio PIZZUTI (Grosseo); Angdo PLATANIA (Messina);
Caterina POLLI (Prato); Giorgio POMARA (Pisa); Elisabetta PONTI (Roma); Antonio Benito
PORCARO (Veona); Francesco PORPIGLIA (Torino); Dario PUGLIESE (Roma); Armin
PY CHA (Bolzano); Giuseppe RAGUSO (Reggio Emilia); Andrea RAMPINI (Arezzo); Donato
Franco RANDONE (Torino); Vaentina ROBOLDI (Bergano); Marco ROSCIGNO (Bergano);
Maria Paola RUGGIERI (Reggio Emilia); Giuseppe RUOPPO (Reggio Emilia); Roberto
SANSEVERINO (Sademo); Anna SANTACATERINA (Messina); Michde SANTARSIERI
(Pisa); Riccardo SANTONI (Rome); Giorgio Vittorio SCAGLIOTTI (Torino); Mauro SCANZI
(Brescia); Marcello SCARCIA (Bari); Riccardo SCHIAVINA (Bologna); Alessandro SCIARRA
(Roma); Camine SCIORIO (Lecco); Tindaro SCOLARO (La Spezia); Salvatore
SCUZZARELLA (Lecco); Oscar SELVAGGIO (Foggia); Amando SERAQO (Alessandria);
Sergio SERNI (Firenze); Marco Andrea SIGNOR (Udine); Mauro SILVANI (Bidla); Giovanni
SILVANO (Taranto); Franco SILVESTRIS (Bari); Claudio SIMEONE (Brescia); Vaeria
SIMONE (Bari); Girolamo SPAGNOLETTI (Foggia); Matteo Giulio SPINELLI (Milano); Luigi
SQUILLACE (Pavia); Vincenzo TOMBOLINI (Roma); MariastdlaTONINELLI (Brescia); Luca
TRIGGIANI (Brescia); Alberto TRINCHIERI (Lecco); Luca Eolo TRODELLA (Roma); Lucio
TRODELLA (Roma); Carlo TROMBETTA (Trieste); Lidia TRONNOLONE (Rorre); Marcdlo
TUCCI (Torino); Danide URZI (Catania); Riccado VALDAGNI (Milano); Maurizio
VALERIANI (Rome); Maurizio VANOLI (La Spezia); Elisabetta VITALI (Bergano); Stefano
ZARAMELLA (Novara); Guglidmo ZECCOLINI (Vicenza); Giampaolo ZINI (Ferrara).

Admowledgments

Pros-IT CNR is a non-profit observationa study. Takeda Italia S.p.A. provided an unconditiona
grant to the CNR, to cover the costs of the preparatory mestings, the medtings of the advisory
committees and of the Pls, and the cost of devdoping a web platform for data entry.

This document is protected by intemational copyright laws. No additional reproduction is authorized. It is permitted for personal use to download and save only one file an
copy of this Arficle. It is not permitted fo make addifional copies (either sporadically or systematically, either printed or elecironic) of the Article for any purpose. It is nof permmi

the electronic copy of the article through online intemet and/or infranet file sharing systems, electronic maiing or any other means which may dlow access fo the Article. The use of all or any
part of the Arficle for any Commercial Use is not pemmitted. The creation of derivative works from the Arficle is not permitted. The production of reprints for personal or commercial use is not
pemifted. It is not permifted to remove, cover, overay, obscure, block, or change any copyright nofices or terms of use which the Publisher may post on the Arficle. It is not pemmitted to

frame or use framina techniaues fo enclose anv frademark, loao. or other proprietary information of the Publisher.

int only one



COPYRIGHT® EDIZIONI MINERVA MEDICA

References

1 Mohler JL, Hurwitz M, Richey S. NCCN Guiddines Index Table of Contents Discussion.
Prostate Cancer. 2019;163.

2. Mottet N, BdlmuntJ, BollaM, Briers E, Cumberbatch MG, De Santis M, eta. EAU-
ESTRO-SIOG Guiddines on Prostate Cancer. Part 1: Screening, Diagnosis, and Local Treatment
with Curative Intent. Eur Urol. 2017 Apr;71(4):618-29.

3. Fontandla P, Benecchi L, Gresso A, Patd V, AlbalaD, Abbou C, et a. Decision-meking
tools in prostate cancer: fromrisk grouping to nomograns. Minerva Urol E Nefrol 1tal | Urol
Nephrol. 2017 Dec;69(6):556-66.

4. Handy FC, Donovan L, Lane] A, Mason M, Metcafe C, Holding P, et al. 10-Y ear
Outcomes after Monitoring, Surgery, or Radiotherapy for Localized Prostate Cancer. N Engl |
Med. 2016 Oct 13;375(15):1415-24.

5. Kishan AU, Cook RR, Ciezki ] P, Ross AE, Pomerantz MM, Nguyen PL, et d. Radica
Prostatectomy, External Beam Radiotherapy, or External Beam Radiotherapy With
Brachytherapy Boost and Disease Progression and Morta ity in Patients With Gleason Score 9-
10 Prostate Cancer. JAMA. 2018 Mar 6;319(9):896-905.

6. BegS, Cole AP, Krimphove MJ, Nabi |, Marchese M, Lipsitz SR, et a. Comparative
Effectiveness of Radical Prostatectomy Versus External Beam Radiation Therapy Plus
Brachytherapy in Patients with High-risk Localized Prostate Cancer. Eur Urol. 2019
Apr;75(4):552-5.

7. Donovan]L, Hady FC, Lane] A, Mason M, MetcafeC, Walsh E, et a. Patient-
Reported Outcomes after Monitoring, Surgery, or Radiotherapy for Prostate Cancer. N Engl |
Med. 2016 Oct 13;375(15):1425-37.

8. WadlisC) D, Saskin R, Choo R, Herschom S, Kodama RT, SatkunasivamR, et dl.
Surgery Versus Radiotherapy for Clinically-localized Prostate Cancer: A Systemetic Review and
Mea-analysis. Eur Urol. 2016 J ul; 70(1):21-30.

9. Jayadevappa R, Chhatre S, Gallo]], Wittink M, MoralesKH, Lee DI, et al. Patient-
Centered Preference Assessment to | mprove Satisfaction With Care Among Patients With
Localized Prostate Cancer: A Randomized Controlled Trial. ] Clin Oncol. 2019 Apr
20;37(12):964-73.

10.  Hurwitz LM, Cullen ], Elsamanoudi S, KimDJ, Hudak J, Colston M, etd. A prospective
cohort study of treatment decision-meking for prostate cancer following participationina
nultidisciplinary dinic. Urol Oncol Semin Orig Investig. 2016 May; 34(5):233.€17-233.625.

11.  Lunadi P, Ploussard G, Grosclaude P, Roumiguié M, SouliéM, Beauva | B, et d.
Current impact of age and comorbidity assessment on prostate cancer trestment choiceand
over/undertreatment risk. World ] Urol. 2017 Apr;35(4):587-93.

12.  GrayPJ, Lin CC, Cooperberg MR, Jemal A, Efstathiou ] A. Tempora Trends and the
Impact of Race, Insurance, and Socioeconomic Status in the Management of Localized Prostate
Cancer. Eur Urol. 2017 May; 71(5):729-37.

13,  Zatoni F, Montebd li F, Rossanese M, Crestani A, Giannarini G, FicarraV. Should
radica prostatectomy be encouraged at any age? A critical non-systemretic review. Minerva Urol
E Nefrol Ita ] Urol Nephrol. 2018 Feb; 70(1):42-52.

14.  SatkunasivamR, Lo M, Stem M, Gill IS, Fleming S, Wu X-C, et al. The Role of Provider
Characteristics in the Sdection of Surgery or Radiation for Localized Prostate Cancer and
Association With Quality of Care Indicators. Am) Clin Oncol. 2018 Apr 17;

This doecument is protected by intemational copyright laws. No additional reproduction is authorized. It is permitted for personal use to download and save only one file on‘%
copy of this Arficle. It is not permitted fo make addifional copies (either sporadically or systematically, either printed or elecironic) of the Article for any purpose. It is nof permmi

the electronic copy of the article through online intemet and/or infranet file sharing systems, electronic maiing or any other means which may dlow access fo the Article. The use of all or any
part of the Arficle for any Commercial Use is not pemmitted. The creation of derivative works from the Arficle is not permitted. The production of reprints for personal or commercial use is not
pemifted. It is not permifted to remove, cover, overay, obscure, block, or change any copyright nofices or terms of use which the Publisher may post on the Arficle. It is not pemmitted to

frame or use framina fechniaues fo enclose any frademcark, loco, or other prorietary information of the Publisher.

int only one



COPYRIGHT® EDIZIONI MINERVA MEDICA

15.  KimSP, Gross CP, Nguyen PL, Nguyen PY, Smaldone MC, Thompson RH, et al.
Speciaty bias in treatment recommendations and qudlity of life among rediation oncologists and
urologists for localized prostate cancer. Prostate Cancer Prostatic Dis. 2014 J un; 17(2):163-9.
16. Delucas, Fiori C, Tucci M, Poggio M, AllisS, Bollito E, et d. Prostate cancer
menagement at an Italian tertiary referral centre: does multidisciplinary team mesting influence
diagnostic and therapeuti ¢ decision-meking process? A snapshot of the everyday clinica
practice. Minerva Urol E Nefral Ital ] Urol Nephrol. 2019 Sep 4;

17.  ReamerE, Yang F, Holmes-Rovner M, Liu J, Xu J. Influence of Men’s Personality and
Socia Support on Treatment Decision-Making for Localized Prostate Cancer. BioMed Res Int.
2017;2017:1-8.

18. NoaeM, Maggi S, Artibani W, Bassi PF, Bertoni F, Bracarda S, et a. Pros-IT CNR: an
Italian prostate cancer monitoring project. Aging Clin Exp Res. 2017 Apr;29(2):165-72.

19. PorrecaA, NodeM, Artibani W, Bassi PF, Bertoni F, Bracarda S, et d. Disease-specific
and generd health-rdated quaity of lifein newly diagnosed prostate cancer patients: the Pros-IT
CNR study. Health Qual Life Outcomes [Internet]. 2018 Dec [cited 2018 Aug 9];16(1).
Availablefrom: https://halo.biomedcentral.conyarticles/10.1186/512955-018-0952-5

20.  Antondli A, Pdumbo C, NodeM, Porreca A, Maggi S, Simeone C, et al. Impact of
Surgica A pproach on Patient-Reported Outcomes after Radical Prostatectormy: A Propensity
Score-Weighted Andysis froma Multicenter, Prospective, Observational Study (The Pros-IT
CNR Study). Urol Int. 2019 Feb 7;1-11.

21.  ApoloneG, Mosconi P, Quattrociocchi L, Gianicolo EAL, Groth N, Ware) J E.
Questionario sullo stato di salute SF-12. Versione Italiana. Milano, Guerini e Associati Editore,
2001.

22. Gacd M, Livi L, Paiar F, Detti B, Litwin MS, Bartoletti R, et al. Quality of life after
radical treatment of prostate cancer: vaidation of the Italian version of the University of
California-Los Angdes Prostate Cancer Index. Urology. 2005 Aug;66(2):338-43.

23.  Revicki D, HaysRD, CdlaD, Sloan]. Recommended methods for determining
responsiveness and minimally important differences for pati ent-reported outcomes. ) Clin
Epidemiol. 2008 Feb;61(2):102-9.

24, LaneA, MecdfeC, Young G), Petars T, Blazeby |, Avery KNL, et a. Patient-reported
outcomes in the ProtecT randomized tria of clinically locaized prostate cancer trestments: study
design, and basdine urinary, bowel and sexua function and quaity of life. BJU Int. 2016
Dec;118(6):869-79.

25.  Cooperberg MR, Broering ) M, Carroll PR. Time Trends and Loca Variation in Primary
Treatment of Localized Prostate Cancer. ] Clin Oncol. 2010 Mar;28(7):1117-23.

26.  Waessbach L, Stuerzebecher S, Munperow E, Klotz T, Schndl D. HAROW: thefirst
comprehensive prospective observationd study comparing treatment options in localized
prostate cancer. World ] Urol. 2016 May;34(5):641-7.

27. TysonMD, Alvarez |, Koyama T, Hoffman KE, Resnick MJ, Wu X-C, eta. Racia
Variation in Patient-Reported Outcomes Following Treatment for Locaized Prostate Cancer:
Results fromthe CEASAR Study. Eur Urol. 2017 Aug; 72(2):307-14.

28.  JangTL. Physician Visits Prior to Treatment for Clinically Locaized Prostate Cancer.
Arch Intern Med. 2010 Mar 8;170(5):440.

29.  Johnson DC, Mudler DE, Dedl AM, Dunn MW, Smith AB, Woods ME, et d. Integrating
Patient Preference into Treatment Decisions for Men with Prostate Cancer at the Point of Care. |
Urol. 2016 Dec;196(6):1640-4.

This document is protected by intemational copyright laws. No additional reproduction is authorized. It is permitted for personal use to download and save only one file an

copy of this Arficle. It is not permitted fo make addifional copies (either sporadically or systematically, either printed or elecironic) of the Article for any purpose. It is nof permmi fo dishibute
the electronic copy of the article through online intemet and/or infranet file sharing systems, electronic maiing or any other means which may dlow access fo the Article. The use of all or any
part of the Arficle for any Commercial Use is not pemmitted. The creation of derivative works from the Arficle is not permitted. The production of reprints for personal or commercial use is not
pemifted. It is not permifted to remove, cover, overay, obscure, block, or change any copyright nofices or terms of use which the Publisher may post on the Arficle. It is not pemmitted to

frame or use framina fechniaues fo enclose any frademcark, loco, or other prorietary information of the Publisher.



COPYRIGHT® EDIZIONI MINERVA MEDICA

30. RossLE, Howard DL, Bowie)V, ThorpeR|, Kinlock BL, Burt C, et al. Factors
Associated with Men’s Assessment of Prostate Cancer Treatment Choice. J Cancer Educ. 2016
Jun;31(2):301-7.

3. Broughmen]R, Basak R, Nidsen ME, Reeve BB, Usinger DS, Spearmren KC, et al.
Prostate Cancer Patient Characteristics A ssociated With a Strong Preference to Preserve Sexud
Function and Receipt of Active Surveillance JNCI ] Natl Cancer Inst. 2018 Apr 1;110(4):420-5.
32.  Antondli A, Sodano M, Peroni A, Mittino |, Palumbo C, Fulan M, et al. Positive
surgica margins and early oncologica outcomes of robotic vs open radica prostatectonmy at a
medium case-load institution. Minerva Urol E Nefrol Ital ] Urol Nephrol. 2017;69(1):63-8.

33.  Zattoni F, Morlacco A, MatroneF, ArcicasaM, Buttazzi L, Maruzzi D, e al. Multimodal
treatment for high-risk locally-advanced prostate cancer following radical prostatectomy and
extended lyrmphadenectormy. Minerva Urol E Nefrol 1ta | Urol Nephrol. 2019 Oct; 71(5):508-15.

This document is protected by intemational copyright laws. No additional reproduction is authorized. It is permitted for personal use to download and save only one file on‘i rint only one
copy of this Arficle. It is not permitted fo make addifional copies (either sporadically or systematically, either printed or elecironic) of the Article for any purpose. It is nof permmi to distibute
the electronic copy of the article through online intemet and/or infranet file sharing systems, electronic maiing or any other means which may dlow access fo the Article. The use of all or any
part of the Arficle for any Commercial Use is not pemmitted. The creation of derivative works from the Arficle is not permitted. The production of reprints for personal or commercial use is not
pemifted. It is not permifted to remove, cover, overay, obscure, block, or change any copyright nofices or terms of use which the Publisher may post on the Arficle. It is not pemmitted to
frame or use framina techniaues fo enclose anv frademark, loao. or other proprietary information of the Publisher.



COPYRIGHT® EDIZIONI MINERVA MEDICA

Table 1. Basdine sociodemographic and tumors characteristics of 1 041 patients stratified
according to treatment type (radical prostatectomy vs. radiation therapy) for clinically localized

prostate cancer, identified within the PROState cancer monitoring in ITay, fromthe Nationd

Research Coundil (Pros-IT CNR) study.

Radical Prostatectomy” | Radiation Therapy” p
(n=631, 60.6%) (n=410, 39.4%)

Age at diagnosis, years, mean =SD 64.516.6 714449 <0.001
Age at diagnosis, years, median (IQR) 66 (60-69) 73 (69-75) <0.001
Life expectancy at diagnosis, years, mean +SD 19.7454 14.313.8 <0.001
Education > lower secondary school, n (%) 501 (79.8) 266 (66.0) <0.001
Marital status, married or cohabiting, n (%) 563 (89.2) 333(81.4) <0.001
Work condition, still working, n (%) 246 (39.6) 53(13.0) <0.001
Geographica area of residence, n (%) 0.004

Northern regions 312 (50.7) 237 (60.8)

Central regions 181 (29.4) 82(21.0)

Southern regions 122 (19.8) 71(18.2)
BMI, kg/n?, mean £SD 264132 27.14.0 0.02
Smoking status, current smoker, n (%) 102 (16.5) 48(12.0) 0.05
Diabetes mdlitus, n (%) 64 (10.2) 85 (20.8) <0.001
CIRS Conmorbidities | ndex, median (IQR) 1(0-2) 1(0-2) 0.001
CIRS Severity Index, median (IQR) 1.31(1.15-1.46) 131(1.23-1.54) 0.002
Family history of prostate cancer, n (%) 129 (20.7) 53(13.0) 0.002
Clinica T stage at diagnosis, n (%) <0.001

cTl 378(59.9) 187 (45.6)

cT2 253(40.1) 223 (54.4)
Gleason score at diagnosis, N (%) 0.1

<6 311 (49.8) 179 (44.1)

3+ 151 (24.2) 96 (23.6)

443 81(13.0) 58(14.3)

>8 81 (13.0) 73(18.0)
PSA at diagnosis, ng/mL, median (IQR) 6.6 (5.0-9.4) 7.3(5.1-10.1) 0.02
D’ Amico risk class, n (%) <0.001

Low 198 (31.8) 89(21.9)

| ntermediate 288 (46.3) 177 (43.5)

High 136 (21.9) 141 (34.6)

" Radica prostatectomy includes 509 exclusive radicd prostatectormy and 122 radical prostatectomy
followed by rediation therapy +androgen deprivation therapy
#Radiation therapy includes 242 extand beam radiation therapy, 150 external beam radiation therapy +
androgen deprivation therapy and 18 brachytherapy +androgen deprivation therapy

Abbreviations. SD=Standard Deviation; IQR =interquartile range BMI|=Body Mass Index;

CIRS=Cumulativelllness Raling Scde
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Table 2. Provider and facility characteristics of 1 041 patients stratified according to treatment

type (radica prostatectormy vs. radiation therapy) for dinicaly locaized prostate cancer,

identified within the PROState cancer monitoring in ITaly, fromthe National Research Council

(Pros-IT CNR) cohort.
Radical Prostatectomy | Radiation Therapy p
(n=631, 60.6%) (n=410, 39.4%)

Presence of Urology Unit, n (%) <0.001
Yes 627 (99.4) 375(91.5)
No 4(0.6) 35(8.5)

Presence of Radiation Oncology Unit, n (%) <0.001
Yes 475 (75.3) 383(93.4)
No 156 (24.7) 27 (6.8)

Presence of Medical Oncology Unit, n (%)
Yes 551 (87.3) 399(97.3) <0.001
No 80(12.7) 11 (2.7)

Presence of Prostate Unit, n (%) <0.001
Yes 118(18.7) 47 (11.5)
No 513 (81.3) 363 (88.5)

Hospital teaching status, n (%)
Teaching 348 (55.2) 176 (42.9) 0.02
Non+teaching 283 (44.9) 234(57.1)

Patient enrolled by, n (%) <0.001
Urologist 588 (93.2) 68 (16.6)
Radiation Oncologist 41 (6.5) 339(82.7)
Medical Oncologist 2(0.3) 3(0.7)
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Table 3. Basdine hedth rdated qudity of lifeitens of 1,041 patients stratified according to
trestment type (radica prostatectomy vs. radiation therapy) for clinically localized prostate
cancer, identified within the PROState cancer monitoring in ITay, fromthe National Research
Coundil (Pros-IT CNR) study.

Scores at diagnosis Radical Prostatectomy | Radiation Therapy | pvalue| MID
(n=631, 60.6%) (n=410, 39.4%)

UCLA-PCI scores (meaniSD)
Urinary function 94.9+13.7 02.0416.7 <0.001 7.5
Urinary bother 0112215 85425.7 <0001 115
Bowd function 05.7+10.9 92.3+15.0 <0.001| 6.4
Bowd bother 95.5+14.2 91.2821 <0.001| 87
Sexud function 61.4+28.6 39499 <0.001| 15.6°
Sexua bother 67.4433.6 58.9435.6 <0.001| 17.3

SF-12 scores (mean+SD)
Physical Component Subscale 53.246.1 50.318.1 <0001 35
Mental Component Subscale 49494 50.149.6 0.01 AT

Abbreviations. SD=Standard Deviation; MID=minimal dinicaly important difference SF-12=Short-
Form Health Survey; UCLA-PCl=University of California Los Angees-Prostate Cancer Index. All scores
ranges from 0 to 100, with higher scores representing better quality of life

§ the MID did excead between groups (p=>0.05)

" the M1D exceeded between groups (p=0.0001)
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Table4. Multivariablelogistic regression modds predicting use of radiation therapy vs. radica
prostatectomy as treatment with curative intent in a cohort of 1 041 patients with clinicaly
localized prostate cancer, identified within the PROState cancer monitoring in ITay, fromthe
National Research Council (Pros-IT CNR) study.

Oddsratio | 95% Confidencelnterval | p-value

Age at diagnosis >70 years 6.14 4.27-8.82 <0.001
Education > lower secondary school 1.25 0.86-1.81 0.2
Marital status, married or cohabiting 0.55 0.34-0.88 0.01
Work condition, still working 0.52 0.34-0.81 0.004
Geographical area of residence

Centrd vs. Northern regions 0.99 0.59-1.65 0.9

Southern vs. Northen regions 0.69 0.44-1.08 0.1
BMI > 30 kg/m? 178 113281 0.01
Smoking status

Past vs. never smoker 1.08 0.75-1.55 0.7

Current vs. never smoker 1.58 0.95-2.64 0.07
Family history of prostate cancer, yes vs. no 0.77 0.48-1.21 0.2
CIRS Comorbidity Index > 2 0.72 0.48-1.06 0.1
CIRS Severity Index > 1.3 0.87 0.56-1.34 05
Diabetes mdlitus 1.46 0.91-2.35 0.1
D’ Amico risk class, n (%)

| ntermediate vs. low 1.02 0.67-1.56 0.9

Highvs. low 141 0.89-2.25 0.1
SF-12 PCS (5 points increment) 0.88 0.78-0.99 0.03
SF-12 MCS (5 points increment) 1.09 0.99-1.19 0.07
UCLA-PCI UF (5 points increment) 1.06 0.99-1.14 0.08
UCLA-PCI UB (5 points increment) 0.95 0.91-1.00 0.05
UCLA-PCI BF (5 points increment) 0.9 0.91-1.07 0.8
UCLA-PCI BB (5 points increment) 0.96 0.90-1.02 0.2
UCLA-PCI SF (5 points increment) 0.92 0.89-0.95 <0.001
UCLA-PCI SB (5 points increment) 1.00 0.98-1.03 0.8
Presence of Prostate Unit, yes vs. no 0.67 0.37-1.20 0.2
Academic centre, yes vs. no 0.59 0.41-0.86 0.005

Abbreviations. BMI=Body Mass Index; CIRS=Cumulativelllness Rating Scae SF-12=Short-Form
Health Survey; PCS=Physical Component Subscalee MCS=Menta Component Subscale. Scores ranges
from 0 to 100, with higher scores representing better quality of life UCLA-PCl=University of Cdifornia
Los Angdes-Prostate Cancer Index; UF=Urinary Function; UB=Urinary Bother; BF=Bowd Function;
BB=Bowd Bother; SF=Sexua Function; SB=Sexua Bother. Scores ranges from 0 to 100, with higher
scores representing better quality of lifein rdation to functions or symptons
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Figurelegends

Figure 1. CONSORT flow diagramillustrating inclusion and exclusion criteria

Figure 2. Basdine hedlth-rd ated quality of life scores of 1 041 dlinically-locaized prostate cancer patients
stratified according to treatment type (radical prostatectomy vs. radiation therapy), identified within the
PROState cancer monitoring in I Taly fromthe Nationa Research Council (Pros-IT CNR) studly.
Abbreviations. RP=radica prostatectomy; RT=extermal beamradiation therapy; UCLA-PClI=University of
Califomia Los Angdes-Prostate Cancer Index; UF=Urinary Function; UB=Urinary Bother; BF=Bowd
Function; BB=Bowe Bother; SF=Sexud Function; SB=5Sexud Bother; SF-12=Short-FormHedth Survey;
PCS=Physicad Component Subscale; MCS=Mental Component Subscale.

RP was performed either done or as afirst step of multimoda treatment (RP plus RT with/without androgen
deprivation therapy). RT was paformed either alone or as part of multimodal trestment (extemna beam RT
withywithout androgen deprivation therapy or brachytherapy with/without androgen deprivation therapy).
The bars represent mean values. All scores ranges from 0 to 100, with higher scores representing better

quaity of life.
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