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• Quality of life and healthcare costs of intensive follow up for endometrial cancer were assessed in the TOTEM trial.
• Intensive follow up, proved to have no benefit on survival, does not impact quality of life.
• Minimalist follow up is cost saving compared to an intensive regimen.
• A minimalist regimen for endometrial cancer follow up is the best choice for patients and the health care system.
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Purpose. To investigate whether intensive follow-up (INT) after surgery for endometrial cancer impact
health-related quality of life (HRQoL) and healthcare costs compared to minimalist follow-up (MIN), in the ab-
sence of evidence supporting any benefit on 5-year overall survival.

Methods. In the TOTEM trial, HRQoL was assessed using the SF-12 and the Psychological General Well-Being
(PGWB) questionnaires at baseline, after 6 and 12 months and then annually up to 5 years of follow-up. Costs
were analyzed after 4 years of follow-up from a National Health Service perspective, stratified by risk level.
The probability of missing data was analyzed for both endpoints.

Results. 1847 patients were included in the analyses. The probability of missing data was not influenced by
the study arms (MIN vs INT OR: 0.97 95%CI: 0.87–1.08). Longitudinal changes in HRQoL scores did not differ be-
tween the two follow-up regimens (MIN vs INT SF-12 PCS: -0.573, CI95%:−1.31; 0.16; SF-12MCS: -0.243, CI95%:
−1.08; 0.59; PGWB: -0.057, CI95%:−0,88; 0,77). Themean cost difference between the intensive andminimalist
arm was €531 for low-risk patients and €683 for high-risk patients.

Conclusion. In the follow-up of endometrial cancer after surgery, a minimalist treatment regimen did not af-
fect quality of life and was cost-saving in both low-risk and high-risk recurrence patients. As previous results
showed no survival benefit, aminimalist approach is justified. The relevant proportion ofmissing data on second-
ary outcomes of interest could be a critical point that deserves special attention.

© 2024 The Authors. Published by Elsevier Inc. This is an open access article under the CC BY license (http://
creativecommons.org/licenses/by/4.0/).
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1. Introduction

Follow-up is an important aspect of cancer care, both for monitoring
the disease and treatment and for addressing qualitative aspects such as
quality of life, information, and the doctor-patient relationship [1].
However, follow-up practice is still very uneven. The recent Europe's
Beating Cancer Plan sets out a series of strategic flagship initiatives
that put the patient at the centre and aim to maximise the potential of
new technologies and evidence to promote treatment equity, follow-
up, and quality of life [2].

Endometrial cancer is the most common gynaecological cancer in
Europe and the incidence is increasing, with approximately two-thirds
of women still alive five years after diagnosis [3,4]. Different approaches
to endometrial cancer follow-up have been investigated, e.g. patient-
initiated or hospital-based [5–7], oncologist-led or general
practitioner-led [8], intensive or minimalist [9], with varying duration
and impact on women's lives. As reported in the ESGO/ESTRO/ESP
guidelines, a survivorship care plan is needed to help patients cope
with the long-term physical and psychosocial side effects of the disease
and treatment and maintain their quality of life. All patients should be
offered information on lifestyle, prevention and contact with support
groups [10].

In addition to these controversial issues, previous reviews [11–13]
found a lack of evidence on the cost and cost-effectiveness of cancer
follow-up interventions and strategies.

As follow-up is so complex, patient opinion and the impact on qual-
ity of life and cost need to be carefully assessed to complement clinical
outcomes. TOTEM (Follow-Up Regimen on Survival in Patients with En-
dometrial Cancer), a large, pragmatic, randomized controlled trial com-
paring an intensive versus a minimalist follow-up regimen in
endometrial cancer, failed to demonstrate an improvement in 5-year
overall survival with an intensive follow-up regimen [14]. According
to the study protocol, health-related quality of life (HRQoL) and
healthcare costs during follow-up were analyzed, primarily to assess
whether an intensive protocol has an advantage in patient-reported
outcomes and economic impact.

2. Methods

2.1. Study design and patients

The TOTEM study was conducted in 42 hospitals (in Italy and
France) and involved patients who had undergone surgery for FIGO
stage I-IV endometrial cancer and were in complete clinical remission.
Patients were enrolled in the study between November 2008 and July
2018. After stratification by center and recurrence risk (low [LR] or
high [HR]), patients were randomly assigned to an intensive [INT] or
minimalist [MIN] hospital-based follow-up regimens. The primary out-
come of the studywas overall survival after 5 years of follow-up. HRQoL
and healthcare costs were included as secondary outcomes in the study
protocol.

2.2. QoL measures

Health-Related Quality of Life (HRQoL) was assessed at the begin-
ning of the study, after 6 months, after 12 months and then annually
up to the 5-year follow-up mark. For this assessment, the SF-12 (Short
Form 12) questionnaire [15,16], was used, which consists of 12 ques-
tions leading to two summarized scores: the Physical Composite Score
(PCS) and the Mental Composite Score (MCS), each ranging from 0
to 100. These scores were standardized to a population mean of 50
and a standard deviation of 10, with higher scores indicating better
functioning.

Psychological well-being was measured using the short version of
the Psychological General Well-Being Scale (PGWB) questionnaire
[17,18]. This instrument provides an overview of self-perceived
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psychological well-being and provides a summary score on a scale
from 0 (for the lowest well-being) to 110 (for the highest achievable
well-being). All patientswho completed at least one quality of life ques-
tionnaire during the follow-up period were included in the analyses.
Both questionnaires were translated in Italian and validated [16,18].

2.3. Healthcare costs

A within-trial cost analysis with the perspective of the National
Health Service (NHS) was performed including the costs of follow-up
visits and diagnostic tests. Healthcare resource use data were derived
from the case report form at the patient level. The assessment of re-
source costswas based on theNHS tariffs rewarded to providers as stan-
dard costs. Costs per patient were collected throughout the study
period, but data in the fifth year of follow-upwere affected by high cen-
soring (>50%), so costs were only analyzed at four years [19,20] and
were reported as total (four years) and per year of follow-up. Patients
who did not have a visit or test during the follow-up period were ex-
cluded from the analyses.

2.4. Statistical analysis

Descriptive data were reported as number of patients and percent-
age by study arm, overall and by study outcome (HRQoL and cost).
Given the missing data, we attempted to profile patients who did not
complete theHRQOLquestionnaires and patientswhohad novisits dur-
ing follow-up. The level of completion of HRQoL questionnaireswas de-
scribed at different time points during follow-up and by centers.

The probability ofmissing data for each of the HRQoL questionnaires
was modelled using a random-effects logistic regression model to ac-
count for repeated observations of patients over time and center of en-
rollment, including age (divided into ten-year classes), follow-up
regimen, surgical technique, risk of relapse (splitting HR into those
who received adjuvant chemotherapy or not) and follow-up time. A lo-
gistic model with the same set of covariates was estimated to assess the
probability of missing cost data.

HRQoL analyses were performed according to the intention-to-
treat principle. The change in SF-12 PCS, SF-12 MCS and PGWB scores
during follow-up was reported as a comparison of means+/− 95%CI,
overall and stratified by the combination of risk level and treatment
supplied.

Using mixed random effects models, with a subject-related random
effect to account for patients' repeatedmeasurements and a random ef-
fect related to the participating center, longitudinal changes in HRQoL
scores were compared between MIN and INT follow-up regimens,
adjusting for age, follow-up time and clinical characteristics.

As centers had significantly different rates of HRQoL questionnaire
completion, thepotential impact ofmissingdata on resultswas assessed
in the tercile of centers with higher compliance as a sensitivity analysis.

Costs were analyzed by intention to treat and stratified by risk level.
Patients who relapsed or died were included with full follow-up costs,
as were patients who were followed for all 4 years. Patients with less
than four years of follow-up were analyzed as censored and weighted
by the inverse of the probability of not being censored (IPW) [21]. The
weights were estimated using a non-parametric estimator, which is a
version of the Kaplan-Meier estimator where censoring is treated as
death. Costs were described as the average cost per patient at 4 years
of follow-up and per single year. Costs were also described by type of
healthcare resource (visits and diagnostic tests). The cost difference be-
tween the two study arms was calculated using ordinary least squares
regression on weighted costs. The confidence interval around the
mean cost difference between the two study arms was calculated
using a bootstrap percentile method with 1000 resampling of the re-
gression [22].

Finally, the observed costs were also compared with the expected
ones based on the scheduling of visits and examinations (standard
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costs) to account for the difference between the follow-up planned in
the protocol and the follow-up actually performed.

3. Results

Between 2008 and 2018, 1884 patients were randomized and 1847
patients were available for analysis, of whom 1549 completed at least
one HRQOL questionnaire (83.7%) and 1698 (92%) had at least one
follow-up visit allowing for cost analysis (Fig. 1). French centers did
not participate in the HRQoL data collection.

The characteristics of the populations analyzed, overall and by
HRQoL and cost analyses, are shown in Table 1.

The completion rate of HRQoL questionnaires varied over time, rang-
ing from 46.4% at baseline to 27.8% at five-year follow-up (see Appendix
Fig. 1). We assessed the completion rate of the HRQoL during follow-up
in the participating centers (Appendix, Fig. 2). This showed a consider-
able heterogeneity between centers and a positive correlation with the
number of patients included (r = 0.57, p = 0.00007).

Missing HRQoL data were influenced by duration of follow-up, pa-
tient age and risk treatment groups, but were very similar between
study arms. The likelihood of missing data increased with time (e.g.
the risk of missing a data item is about 2 times higher at 24 months
than at baseline and about 3 times higher at 60 months) and with in-
creasing age (8% per decade, Appendix Table 1). The probability ofmiss-
ing data on follow-up costs was not associated with the study arm and
showed the same pattern of associations observed in the HRQoL data
(Appendix Table 2).

Figure 2 shows the mean and 95% CI of Physical, Mental and PGWB
scores during the 5 years of follow-up, by study arm and risk treatment
groups. Overall, both study arms showed consistent patterns in all three
HRQoL scales within all strata, with a slight increase in scores over time.

Multivariable regression showed slightly lower mean HRQoL scores
for the MIN versus the INT arm, although this effect was negligible and
Fig. 1. Flow chart
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<1 point in all dimensions analyzed (SF-12 PCS:−0.573, 95%CI:−1.31;
0.16; SF-12 MCS: −0.243, 95%CI: −1.08; 0.59; PGWB: −0.057, 95%CI:
−0,88; 0,77). The physical and psychological well-being index scores
decreased with age. There was no significant effect of risk/treatment
groups for either HRQoL measure, but physical composite scores were
higher in thosewhounderwent laparoscopic surgery. Finally, HRQoL in-
creased during follow-up (Table 2), with a non-linear trend andmost of
the increase in the first 6 months.

In a sensitivity analysis, HRQoL changes were estimated only for
patients enrolled in centers with higher compliance. This analysis
confirmed the results obtained for the total sample (Appendix
Table 3).

Table 3 describes theweighted costs and the cost difference between
the two study arms after four years. For both risk levels, the MIN arm
was cost-saving (cost difference: €531 for LR and €683 for HR).
Table 4 in the appendix shows the contribution of the various items to
the total costs, broken down by follow-up schedule. The TC scan was
the main cost driver, accounting for most of the difference between
the study arms in both risk levels. For HR patients, transvaginal ultra-
sound was also a relevant cost driver for the INT arm compared to the
MIN arm. When analyzing cost accumulation during the 4 years of
follow-up (Fig. 3), LR-INT and HR-MIN showed a very similar pattern,
with a sharp decrease after the second year and costs close to LR-MIN
in the fourth year. Only HR-INT had costs above €300/year during the
entire follow-up period.

Compared to the standard costs expected according to the protocol
(Appendix Fig. 3), the costs in LR-INT were much lower in the first
two years of follow-up. After the second year, no differences were ob-
served between the observed and expected costs in LR-INT and during
the entire follow-up period in LR-MIN. In the HR strata, the observed
costs in the INT arm were lower than expected throughout the follow-
up period, while this pattern occurred in the MIN arm only in the first
and second year.
of the study.



Table 1
Descriptive characteristics of patients with at least one HRQoL questionnaire and cost data by follow-up strategies (N = 1847).

HRQoL
N = 1549

Cost
N = 1698

Total
N = 1847

Follow up protocol Follow up protocol Follow up protocol

Intensive Minimalist Intensive Minimalist Intensive Minimalist

N % N % N % N % N % N %

Age
<55 133 17.2 156 20.1 143 16.8 162 19.1 153 16.4 171 18.7
55–64 289 37.3 276 35.6 312 36.6 306 36.2 334 35.8 324 35.4
65–74 249 32.2 227 29.3 279 32.7 253 29.9 306 32.8 279 30.5
75+ 103 13.3 116 15.0 118 13.8 125 14.8 139 14.9 141 15.4
Type of surgery
Laparoscopy 399 51.6 392 50.6 439 51.5 418 49.4 472 50.6 454 49.6
Open 375 48.4 383 49.4 413 48.5 428 50.6 460 49.4 461 50.4
Risk class
Low Risk 493 63.7 485 62.6 532 62.4 516 61.0 562 60.3 549 60.0
High Risk 281 36.3 290 37.4 320 37.6 330 39.0 370 39.7 366 40.0
Type of therapy
Surgery alone 542 70.0 540 69.7 584 68.5 575 68.0 621 66.6 609 66.6
Surgery & Adjuvant therapy 232 30.0 235 30.3 268 31.5 271 32.0 311 33.4 306 33.4
Risk-treatment groups
Low Risk 493 63.7 485 62.6 532 62.4 516 61.0 562 60.3 549 60.0
High Risk without Adjuvant therapy 82 10.6 82 10.6 88 10.3 89 10.5 96 10.3 94 10.3
High Risk with Adjuvant therapy 199 25.7 208 26.8 232 27.2 241 28.5 274 29.4 272 29.7
Total 774 100.0 775 100.0 852 100.0 846 100.0 932 100.0 915 100.0
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4. Discussion

4.1. Principal findings

The TOTEM trial showed no difference in survival among patients
with MIN and INT follow-up at low and high risk of recurrence [14]. In
the present study, results on the impact on HRQoL of a MIN versus an
INT follow-up show no difference between the two study arms in
HRQoL measures, with consistent results across the different scales an-
alyzed and for both risk levels.

In terms of healthcare resource utilization, the MIN arm was cost-
saving in both risk levels, although in the INT arms costs were lower
than expected in the protocol, as fewer visits and examinations took
place than planned. In addition, costs in the first 2 years of follow-up
were much lower than expected in the LR-INT group. The physician ad-
herence to INT schedules suggests that intensive monitoring was per-
ceived as unnecessary or inconvenient in clinical practice. In MIN
follow-up the procedure with the greatest impact on cost reduction
was the CT scan. A reduction in routine CT scans during follow-up
would help to reduce unnecessary radiation exposure and shorten
waiting lists in favour of more appropriate indications.

Overall, these findings, together with the clinical results, confirm
that a MIN approach is the preferred clinical care option. It can have a
major impact on routine practice by avoiding unnecessary medicaliza-
tion of women and reducing the waist of healthcare resources. In daily
practice, these results may support clinicians in presenting and
prescribing the minimalist follow-up option to patients, fostering
acceptance and compliance.

4.2. Comparison with existing literature

Follow-up of oncological diseases is a tricky issue with implications
for healthcare systems, clinical practice, and psychological and social as-
pects on patients' lives. In recommending oncological follow-up regi-
mens, health-related quality of life is an important outcome that
needs to be considered, along with survival, to ensure the best possible
treatment. Still, besides quality of life, relational and emotional aspects,
any follow-up program should also consider its financial cost [23]. A
previous clinical trial of women with low-risk endometrial cancer
showed that patients' fear of cancer recurrence was greater with self-
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managed follow-up than with hospital-based follow-up [5], but with
cost benefits with self-management strategy for both patients and the
healthcare system [6,7]. For ovarian cancer only few randomized trials
comparing follow-up strategies are available, with limited evidence on
HRQOL, psychological effects, and cost [24]. For breast cancer, several
studies, between 1994 and 2020 [25–31], measured quality of life dur-
ing followup. These studies did not demonstrate superiority of an inten-
sive model in terms of clinical outcomes, and women's quality of life.
Anyway, the selection of low-risk patients and some methodological
problems of available literature do not support strong conclusions and
easy transferability to clinical practice. A reviewof the existing literature
suggested that intensive follow-up of women with breast cancer was
not likely to be cost-effective [12]. In non-metastatic colorectal cancer,
a 2019 Cochrane review [32] pointed out that intensive follow-up led
to little or no difference in overall survival. Still, no difference in the do-
mains of quality of life, anxiety, or depression was evidenced for inten-
sive follow up. Results were consistent even if the studies were carried
out in different settings (general practitioner-led, nurse-led, or
surgeon-led). The limited data on costs suggested that the cost of
more intensive follow-up may be increased.

Available evidence on follow-up in patients with cancer is therefore
variable, so it is quite difficult to compare different experiences. The re-
sults of the TOTEM study are in trend with results of the literature re-
ported: intensive follow-up did not lead to improvements in survival,
and the patients' quality of life was also not affected.

4.3. Strengths and limitations

Randomized clinical trials comparing follow-up regimens are very
complex and long to conduct and do not have the same appeal as
drug studies. As reported in the literature, these studies are limited in
number and often with methodological fallacies. Not all studies accu-
rately measure patients' quality of life or satisfaction. The TOTEM
study, evaluating both survival and quality of life, adds a new piece to
the knowledge of follow-up.

The low response rate in HRQOL data collection frequently affects
longitudinal studies [33,34]. For example, in the PORTEC clinical trial
[35] on endometrial cancer treatment, enrolling 660 eligible patients
in 103 centers between 2006 and 2013, the completion rate at baseline
for HRQoL questionnaires was 87% and it fell to 63% after 5 years of



Fig. 2.Meanand 95%CI for physical (Fig. 2A: SF12-PCS),mental (Fig. 2B: SF12-MCS), and psychologicalwellbeing (Fig. 2C: PGWB) scores by treatment arms and stratifiedby risk-treatment
groups (low risk; high risk without adjuvant therapies; high risk with adjuvant therapies).
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Fig. 2 (continued).
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Fig. 2 (continued).
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Table 2
Adjustedmixed-effectsmodel estimates for follow-up regimen and patient characteristics on HRQoL: physical (SF -12 Physical Composite Score),mental (SF -12Mental Composite Score),
and psychological well-being (PGWB) scores.

SF-12 Physical Composite Score SF-12 Mental Composite Score PGWB score

b 95CI% p b 95CI% p b CI95% p

Intercept 45,800 44,34; 47,26 <0,001 44,496 42,77; 46,22 <0,001 42,468 40,72; 44,21 <0,001
Age: 10 yrs −0,796 −0,99; −0,60 <0,001 0,005 −0,17; 0,27 0,658 −0,290 −0,51; −0,07 0,009
Arm:
Minimalist vs Intensive regimen −0,573 −1,31; 0,16 0,1267 −0,243 −1,08; 0,59 0,5676 −0,057 −0,88; 0,77 0,891
Risk-treatment groups:
High Risk without adjuvant therapies vs low risk −0,402 −1,68; 0,87 0,5358 −0,820 −2,27; 0,63 0,2668 −1009 −2,44; 0,42 0,167
High Risk, with adiuv ther. vs low risk 0,053 −0,87; 0,98 0,9112 0,293 −0,76; 1,35 0,5821 0,044 −1,0; 1,09 0,934

Laparoscopy vs laparothomy 1308 0,49; 2,12 0,0017 0,109 −0,82; 1,04 0,8195 0,429 −0,50; 1,36 0,364

Follow up: baseline
6 3073 2,33; 3,82 <0,001 2788 1,95; 3,62 <0,001 2058 1,34; 2,78 <0,001
12 3590 2,88; 4,30 <0,001 2635 1,84; 3,43 <0,001 1696 1,00; 2,39 <0,001
24 4577 3,82; 5,33 <0,001 2956 2,11; 3,80 <0,001 2024 1,29; 2,76 <0,001
36 4583 3,82; 5,34 <0,001 3268 2,41; 4,12 <0,001 2788 2,05; 3,53 <0,001
48 3899 3,06; 4,74 <0,001 3280 2,33; 4,23 <0,001 1754 0,93; 2,57 <0,001
60 4358 3,38; 5,32 <0,001 4904 3,81; 5,99 <0,001 3189 2,25; 4,12 <0,001
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follow-up. The pragmatic TOTEM trial scheduled seven data collection
points over 5 years, via self-administered questionnaires supplied by
professionals during follow-up visits. A total of 1549 patients completed
at least one questionnaire during the study (83.9%),with a response rate
of nearly 50% at baseline and declining to 30% after 60 months. This
trend demonstrates the difficulties of conducting such no-profit, prag-
matic, long-term studies, with limited resources and the inclusion of
centers usually excluded from other trials. Thewide variability between
centers and physicians indicates varying levels of interest and commit-
ment to patient-reported outcomes, with low overall completeness of
data collection and a decline over time. In the future, different strategies
should be adopted to improve centers' involvement and to encourage
patient participation, like using different data collection systems,
i.e., the electronic ones. Greater involvement of nurses would also be
recommended. Finally, local patient associations could be involved to
identify the best approach for patient engagement. Nevertheless, the
data set collected remains very interesting and represents a richness
gathered thanks to the willingness of the women who completed the
questionnaires and shared their experiences, and the clinicians who or-
ganized the distribution of the questionnaires and motivated the
women to complete them. Analyzing studies with a relevant proportion
ofmissing data on the patients' reported outcomes is a critical issue [36].
In our study, the interpretation of the results should consider the char-
acteristics of the population included in the analysis, younger and less
clinically impaired, likely to be more interested in quality of life and
more confident in completingquestionnaires. However, as this selection
affected both arms of the study similarly, the biased effect on the results
should be negligible.

We used two validated questionnaires, such as the SF12 and the Psy-
chological Well-being Questionnaire to assess the physical, mental and
psychological status of patients. They are short and well-known
HRQoL questionnaires commonly used in clinical practice, especially
Table 3
Four years follow up costs (€) by risk level and study arm and cost difference between the
two study arms.

Follow up costs (€) N Weighted costs Cost difference
between study arms

Mean SD Estimate 95%CI

Low Risk Intensive 532 868.00 436.59 531 492–557
Minimalist 516 337.18 235.03

High Risk Intensive 320 1529.05 651.10 683 599–769
Minimalist 330 845.83 467.50
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during long follow-ups. Due to the 5 years' longitudinal nature of the
study, we favored generic questionnaire to facilitate acceptance from
patients and clinicians. We recognize this as a potential limitation of
the study, as we did not use specific questionnaires assessing, for exam-
ple, worries or fears related to disease recurrence.

Completely missing cost data were not imputed even if suggested in
the literature [37]. This decision was supported by the results of the
analysis of factors influencing the likelihood of missing data, in which
no influence of the study arm could be demonstrated. Nevertheless,
the large sample size allowed sufficient power for the analysis, even
after excluding completely missing data.

The presence of patients with administrative censoring probably
leads to a biased, lower estimate of actual costs and could be a limitation
of the study. This problem is known in the literature for studies with a
long enrollment period and a long follow-up [38]. However, the deci-
sion to include only four years of follow-up and to use the inverse prob-
ability weighting method limited this potential source of bias.

5. Conclusions and implications

In summary, this large pragmatic multicenter study, after excluding
any meaningful survival benefit of an intensive follow-up regimen,
found no differences in HRQoL outcomes and confirmed potential cost
savings, supporting the choice of a minimalist approach to endometrial
cancer follow-up after completion of treatment and confirming that
sometimes “less represents progress”, as stated in the editorial of the
TOTEM trial by Beavis and Fader [39]. These results, together with clin-
ical outcomes, can have a major impact on routine practice by limiting
the burden that intensive follow-up can place onwomen and saving re-
sources. This positive outcome ofminimalist follow-up is fueling the de-
bate about the possibility of organizing a routine follow-up by primary
care physicians [9]. In light of the lessons from the COVID−19 pan-
demic, less intensive follow-up could also be organized remotely using
computer platforms, the benefits of which are increasingly being dem-
onstrated in terms of time savings, energy savings and effectiveness
[40–42].

5.1. TOTEM collaborative group (alphabetical order)

Roberto Angioli (UO di Ginecologia Oncologica, Università Campus
Bio-Medico, Roma, Italy), Roberto Berretta (UOC Ginecologia e
Ostetricia, Azienda Ospedaliero Universitaria di Parma, Parma, Italy),
Gloria Borra (SCDU Oncologia, AOU Maggiore della Carità, Novara,
Italy), Enrico Busato (UOC Ginecologia e Ostetricia, Ospedale di Treviso,
Treviso, Italy), Chiara Cassani (Dipartimento di Ostetricia e Ginecologia,



Fig. 3. Observed follow up costs (€) for year of follow-up, by risk level and study arm.
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Fondazione IRCCS Policlinico San Matteo - Dipartimento di Scienze
Clinico-Chirurgiche, Diagnostiche e Pediatriche, Università degli Studi
Pavia, Pavia, Italy), Francesca Chiudinelli (Ginecologia e Ostetricia,
Ospedale di Manerbio ASST del Garda, Manerbio, Italy), Giuseppe
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