Study protocol — TOTEM Study

- One amendment approved by the ethics committee on 14" Sept 2010:

In January 2010 the FIGO classification was changed. Patients who underwent surgery prior to
2009, classified as IAG3 according to previous FIGO classification, were shifted to high-risk group
after this update and their follow-up program was updated consequently.
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BACKGROUND

The term “follow-up”, in Oncology, refers to a group of pre-scheduled medical tests and
procedures set to identify all disease relapses at a pre-clinical stage. This concept of long-term
monitoring assumes that an early diagnosis may reduce patient’s morbidity and mortality.
The proper definition and realization of a programme of follow-up has to balance among the
needs of clinicians, patients and Health Care System. The systematic controls schedule for the
clinician has the aim to evaluate overall survival, disease control and performance status of the
patient, to manage treatment complications and to detect early relapses.

At the same time the interest of the physician is focused on finding optimal time interval
between controls, more effective diagnostic tests and most suitable programme of follow-up
for each patient1-3. The patient wants to receive reassurances about her health status and
about therapy which has been chosen, however an early diagnosis of disease recurrence3
remains a main issue.

The Health System Administrators are interested in assessing the effectiveness of diagnostic
and therapeutic procedures, monitoring complications due to treatment and quality of
services, limiting costs during a period of growing health care expenses linked to Oncology.
Nowadays in Gynaecologic Oncology the issue of follow up shows as a problem of Public Health
because a gap between the “Observed” and the “Expected” exists: the “expected” identifies
standardized policies of follow up which has to be reproducible, appropriate and based on
scientifical evidence. The “observed” finds a considerable difference among the policies of
surveillance adopted by different Institutions for patients treated for gynaecological cancers
and a lack of scientifical information that could reduce the existing variability.

This uncertainty has been detected both internationally4 and in Italy through a retrospective
multicentric study5. At present the data collected during the preliminary phase of current
study by “Oncologic Piedmont and Valle d'Aosta net” are available too.

BACKGROUND: FOLLOW UP AND ENDOMETRIAL CARCINOMA

Worldwide endometrial cancer is the seventh most frequent malignant tumour and the most
common cancer for women after breast cancer. The incidence varies according to geographic
areas increasing by age group from 2 / 100000 in women younger than 40 years to 40-
50/100000 after the sixth decade6. In Western Europe the endometrial cancer incidence is
24.7 / 100000 women and it is estimated that worldwide about 42000 women die from
endometrial cancer each year7.

The age-incidence curve for endometrial cancer shows that in most cases the diagnosis occurs
after menopause. The early appearance of symptoms explains why the majority of women who
develop endometrial cancer have an early stage disease at diagnosis. For all stages taken
together the overall 5-years survival rate is around 80%. About 80% of lesions may be classified
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as endometrioid type (hormone-sensitive and low grade) and have a favourable prognosis;
whereas different hystological lesions, such as special histotypes type 2, have a worse
prognosis because of the higher tendency to recur and the higher rate of distant metastases
even in early stages8.

Abnormal uterine bleeding is the most frequent symptom of endometrial cancer and in
menopausal women the probability of a endometrial cancer diagnosis in association to
bleeding is 5 up to 10%, although the percentage increases with age and risk factors
(unopposed oestrogens, metabolic syndrome, nulliparity..)9-13

Until now there has been no screening program available concerning endometrial cancer
because minimally invasive modalities (trans-vaginal ultrasound and cervical cytology)
demonstrated to have limited accuracy in an asymptomatic general population. Usually the
histological diagnosis of endometrial cancer is possible throughendometrial biopsies.

The cornerstone of endometrial cancer treatment is surgery (total hysterectomy including
uterine cervix, bilateral salpingo-oophorectomy and peritoneal fluid cytologic assessment; in
selected cases there is a place for omentectomy and retroperitoneal lymph-node dissection).
Radiotherapy and chemotherapy are widely used in selected stages of the disease, alone or in
combination. The choice of treatment is led by the aim to treat pelvic lymph-node regions that
might contain microscopic disease as well as the central pelvic region including the upper
vagina8.

In advanced-stage disease some studies which included both endometrioid and not
endometrioid carcinomas showed that cisplatin and doxorubicin may be active agents14-16.
Many other clinical trials investigating endometrial cancer treatment are still open.

A literature analysis conducted using Medline, Embase and Cochrane Library (EBM based)
databases has shown that there is a critical lack of randomized perspective trials about follow
up strategies for patients treated for gynaecological diseases (with the exception of breast).
Concerning endometrial cancer follow-up we have found a Canadian systematical review
conducted by Fung-kee-Fung et al. at Ontario University and by the Ottawa Regional Cancer
Centre that included in its analysis 16 retrospective studies 17-32 and two systematics
reviews33-34. Recently a retrospective study about the issue conducted has been published
by Sartori et al 35.

From these studies it emerges that 13% of patients treated for endometrial cancer presents a
recurrence diagnosed within the third year of follow-up in 68-100% of cases. The percentage
of metastatic relapses is 61% in the systematic reviews and 55% in Sartori et al's article. In the
systematic review 41-100% of recurrences are symptomatic, while in the Sartori et al.’s study
the rate is about 52%.

An ltalian retrospective multicentric study has been conducted in 2006, eight Italian
Institutions considered as referral Centres for oncological gynaecology have been involved.
Place and timing of recurrence have been investigated, but we focused our attention mostly
on the description of follow-up policies adopted in Italy for patients with gynecological
malignancies.

The data analyzed in the systematic review indicate that in one study22 there is a significant
survival benefit for asymptomatic patients at the time of diagnosis of relapse compared with
symptomatic patients; five studies18-20-21-26-33 do not show differences in survival rate
between the two groups of patients while the remaining studies do not report data. The Italian
multicentric study showed a median of survival in asymptomatic patients of 92.3 months and
in symptomatic patients of 40.3 months (Log Rank p = 0.0003). These data are as well
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confirmed by the study published by Sartori et al.35 Gadducci et al.20 demonstrated that
survival rate after relapse does not appear linked to the stage, nor to the grade or the depth
of invasion of miometrium. Survival rate is higher in patients whose recurrence was diagnosed
after 17.5 months compared to those diagnosed earlier. Podczasky et al.27 collected patients
with early relapse after primary treatment and reported how they had a prognosis worse than
other patients. Berchuck et al 19 indicate as negative prognostic factor the grading and show
that the survival rate increases for isolated vaginal recurrences than for any other site. For what
concerns the timing of controls there is a major agreement among existing literature data and
data collected in the Italian multicentric study or in the “Rete Oncologica” study: a clinical visit
every 3-4 months for the first two years of follow-up, every 6 months until the fifth year starting
from diagnosis and once a year later on.

The follow-up scheduling results from the steady fact that recurrences of endometrial cancer
usually occur within the third year after primary treatment. The procedures adopted in
different follow up policies, especially the frequency of their applications, remain strongly
variable and comprise two main types of regimens : the first could be defined as "minimalist"
(clinical examination associated with rare medical tests)18,22-24 and the second as "intensive"
(clinical examination, imaging and markers)17-19-20. Nowadays there are no available data
supported by an adequate level of evidence that a "intensive" programme of follow-up has a
better impact on survival rate compared to a "minimalist” programme.

OBJECTIVES

General Objective

e Compare the effect of the two follow-up regimens on 5-years overall survival.

Secondary Objectives

¢ Quantify the intensive program possibility to advance the diagnosis comparing to
minimalist program

 Evaluate the difference in terms of complications, recurrences of disease, second primary
tumors and maybe other diseases

* Assessing the accuracy of the two schemes of follow-up as the ability to diagnose the
relapse of disease in asymptomatic patients

¢ Describe the compliance to different follow-up programs

e Formally evaluate quality of life and patients satisfaction about the two strategies of
follow-up




¢ Formally evaluate the cost-effectiveness and the cost-utility of the two regimens.

STUDY DESIGN

The study provides ,a univocal identifying number for each patient at randomization time. If
elegibility criteria are satisfied and the written informed consensus is obtained, patients are
stratified in the centre according to their risk level:

- Group 1 : patients at low risk of recurrence [stage IA G1 and stage |A G2];
- Group 2: patients at high-risk of recurrence [> stage IA G3].
NB: use new 2010 FIGO classification for endometrial cancer!!

Patients will be randomized in two regimens of follow up:

1. MINIMALIST (ARM 1)
2. INTENSIVE (ARM 2).

The procedure for centralized randomization, with blocks of variable length, will take place
within each layer with 1:1 ratio and will be implemented within the centralized database, with
sequences generated by dedicated software. The recruitment and randomization has to be
registered on the website (www.epiclin.cpo.it) no later than 20 days after histological
examination has been received. If patients do not need any kind of adjuvant therapy they will
start follow-up program according to the regimen chosen for them at randomization, if
adjuvant therapy is needed the patient at first will be registered and the randomization will be
deferred at the end of treatment.

In presence of symptoms or signs detected during the clinical visit which may suppose a
recurrence or in presence of abnormal tests, the clinician has to prescribe all medical tests and
examinations required. The tests carried out in addition to follow-up scheduled program must
be reported in the database. Nevertheless patients continue to be followed for the assessment
of the performance status at 5 years, but the follow-up schedule is up to the clinician. An
interim analysis is scheduled in 3.5 years starting from the beginning of recruitment (based on
approximately 1 / 3 of the total expected events, when about 4 / 5 cases have already been
enrolled). Patients will be stratified by recruitment Center, by level of risk (calculated according
to the stage of the disease, the istotype and the grading) and by type of treatment performed.

CRITERIA of ELEGIBILITY

Inclusion criteria




- patients treated surgically for endometrial cancer, if in complete clinical remission
confirmed by imaging stage FIGO I-IV

- not previous or concurrent neoplasia (with the exception of carcinoma in situ of the
cervix and basalioma of the skin)

- other contemporaneous RCT may be allowed if there is not any restriction concerning
follow up

- obtaining a written informed consensus before randomization

- age > 18 years

Minimal recruitment criteria
- chest x-ray
- complete abdomen CT executed within 20 days after the end of primary treatment (you
can use the preoperative CT in case no locations of extrauterine disease are described. CT
and MRI can be considered equivalent to randomization)
- histology report confirming the presence of endometrial malignancy without distinction
of histotype.

Exclusion criteria
- presence of any psychological, familial, sociological or geographical condition that could
potentially limit the compliance to the protocol and the follow-up planned: all these
situations must be discussed with the patient before the randomization
- previous, concurrent or second malignancies
endometrial carcinoma in the context of a hereditary syndrome
- conditions which contraindicate medical tests scheduled according to follow-up regimen

DEFINITION OF FOLLOW-UP PROGRAMS

¢ The choice of medical examination scheduling is mainly based on indications suggested by
experts and scientific associations with interest and experience in the field, but at the same
time particular attention has been paid to the practicability of the choice in most
hospitals.

* The timetable for the controls refers to the planned date of clinical visit. The patient should
perform programmed diagnosis tests a few days before the appointment in order to allow
their evaluation by the clinician during the follow up visit.

e The CA-125 marker dosage should be performed, as long as possible, at the same laboratory
for the entire duration of the study.

¢ The patients who are allergic to the contrast medium used for CT can perform MRI instead.

e |f CA-125 level is higher than normal, it is recommended to perform it again within 30 days
in order to confirm the modification before prescribing further diagnostic investigations.
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* Nowadays surgical treatments, adjuvant therapy and therapy of the relapses are not strictly
standardized, so it is recommended to act following qualified guidelines. The treatments
must be reported and described in protocol forms.



LOW RISK
(1A G1; 1A G2)

Arm 1: minimalist follow up

- During first five years of follow-up since the end of primary treatment:
clinical visit* every 6 months.

Arm 2: intensive follow-up

- During first two years of follow-up since the end of primary treatment:
clinical visit* every 4 months;
Pap tests; chest, abdomen, pelvis CT every 12 months

- Since the third to the fifth year of surveillance:

clinical visit* every 6 months;
Pap test every 12 months.

Minimalist (ARM1) low risk

Months since randomization
PROCEDURES O| 4|6 |8 |12(16]118(20(24 3036|4248 |54 |60
\Visit* X X X X AT RO B HRAT B A B
QoL Questionnaire ** X X X X X X X
Intensive (ARM 2) low risk
Months since randomization
PROCEDURES O| 4|6 |8 |12(16]118(20(24 3036|4248 |54 |60
X X X X X X X X X X X X X
\Visit*
Pap Smear X X X X X
CT chest, abdomen, pelvis X X
X X
QoL Questionnaire ** X X X X X




* Visit: clinical visit with gynecological visit
** Go to ENCLOSURE C: Protocol detailed Relational Studies Group (Qol)

HIGH RISK
(>1AG3)

Arm 1: minimalist follow up

- During first five years of follow-up since the end of primary treatment:
clinical visit* every 4 months;
chest, abdomen, pelvis CT every 12 months

- Since the third to the fifth year of surveillance:
clinical visit* every 6 months;

Arm 2: intensive follow-up

- During first three years of follow-up since the end of primary treatment:

clinical visit*, Ca125, trans-vaginal and abdominal ultrasound every 4 months (except in
conjunction with TC)

Pap smear, abdomen, pelvis CT every 12 months

- In the fourth and fifth years of follow-up:

clinical visit*, Cal25, trans-vaginal and abdominal ultrasound every 6 months (except in
conjunction with TC)

Pap smear; chest, abdomen, pelvis CT every 12 months



Minimalist (ARM 1) high risk

Mesi dalla randomizzazione
PROCEDURES 0 4 6 8 11211618 | 20(24 1303642 |48 |54 | 60
X X X X X X X X X X X X
\Visit*
CT chest, abdomen, pelvis X X
X X
QoL Questionnaire ** X X X X X
Intensive (ARM 2) high risk
Mesi dalla randomizzazione
PROCEDURES 0 4 6 8 121612024128 3236|4248 |54 | 60
X X X X X X X X X X X X X X
Visit*
X X X X X X X X X X X X
Cal25 X
Abdomen & TV US X X X X X X X X
Pap Smear X X X X X
CT chest, abdomen, pelvis X X X X X
QoL Questionnaire ** X X X X X X X

* Visit: clinical visit with gynecological visit

** Go to ENCLOSURE C: Protocol detailed Relational Studies Group (Qol)

STATISTICAL METHODS

Primary Endpoints

- Overall survival (OS): the percentage of patients in the study who are alive for the period of
time from surgery to the death of the patient or the conclusion of the study.

Secondary endpoints
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- Progression-free survival (PFS): the percentage of individuals in the study whose disease is
likely to remain stable (and not show signs of progression) in the interval of time between the
date of recruitment and the relapse or death for any reason.

- Proportion of complications, second cancers, co-morbidity.

- Proportion of asymptomatic patients with diagnosis of relapse.

- Proportion of subjects who complete the two different regimes follow up.

The proportion of patients with low risk of relapse is estimated to be 0.65, with a 5-year survival
of 0.85. High risk patients show a 5-years survival rate of 0.65 (media pesata of 5 years survival:
0.78). The study has been planned in order to see if one of the two follow-up regimens may
increase 5 years overall survival from 0.75 to 0.80, with a beta = 0.20 and an alpha error (two
tails ) of 0.05. A total number of approximately 2180 patients should be included in the final
analysis considering a life expectancy for the recruitment of 48 months and a minimum follow-
up of 36 months; an interim analysis will be conduced when about 30-35% of expected events
have been reported (with a threshold value of "p" of logrank test of 0.0006, calculated with
the design of O'Brien and Fleming). However assuming a rate of drop-out about 5%, it is
estimated that it will be necessary to enrol in the study about 2300 patients (1150 in each arm).

Planned Analysis

The analysis of collected data will be carried out at the end of the study with a minimum follow
up of three years. It is planned an interim analysis for any interruption provided by superiority
when about 33% of total events will be reached (probably after 3 and 5 years since recruitment,
when about 4 / 5 cases will have been enrolled already). The analysis will be made in
accordance with the principle of the intention to treat.

The basic and demographic characteristics will be summarized in descriptive statistics for what
concerns continue variables using tables, frequency will be used for discrete variables.

The time-dependent analysis will be performed using the method of Kaplan-Meier and
differences between the groups will be evaluated with the log rank test. Live patients who
show no event will be considered as "censored" on the date of the follow-up.

In order to correct any disproportion between the two groups comparisons using the Cox
model will be performed, that choice will allow adjustments for prognostic factors which may
be distributed in uneven manner and will consider possible differences between the centres.
If a low compliance to the study will be noticed as well as a contamination between the two
groups, analyses will be carried on according to the protocol effectively enforced (analysis for
protocol) too.

SCIENTIFIC COORDINATION

The organization of the study is based on a Scientific Committee (SC), a Coordination Center
(CC) and an Independent Committee for Monitoring Data (CMD).

The Scientific Committee is constituted by gynaecologist surgeons, medical oncologists and
radiotherapist representing the Promoter Committee of enrolling and participants centres. The
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SC has decision-making functions and gives directives regarding the duration of the study,
amendments to the Protocol and the results publication.

The Coordination Center is constituted by project managers, a biostatistician, a gynaecologist
oncologist, a medical oncologist, a radiotherapist, a trial coordinator, a data manager and
secretarial staff. The CC main tasks are randomization, protocol forms submission and on-line
data base reporting quality control, periodic reports writing and data analysis. One more
specific function of the CC is to help clinicians to solve medical-laboratory problems which may
occur after randomization obtaining, if necessary, the advice of SC members. Finally the CC will
write drafts of the publications which will be approved by SC.

Each participating Centre will nominate a person to monitor study progresses in his own centre
and to answer questions coming from CC about quality and completeness of reported data.
The Independent Monitoring Committee Data is made up of members external to the study in
order to verify all study progresses evaluating data collected by the CC. The CMD may decide,
if there are consistent data, to suggest to modify or stop the study to the CS, which takes all
final decisions. The CMD can ask for external data analysis for the planned interim analysis. If
the results of these analysis did not require amendments to the Protocol, these will not be
communicated in detail to the leaders of the clinical study.

PUBLICATIONS

The data belong to the study SC. The results will be published on behalf of the SC, the clinicians
responsible for the participants Centres will be listed among the authors if they enrolled at
least 10 cases per year with regular sending of all the requested data. An annual evaluation of
the quality and appropriateness of the collected data is provided in order to certify the validity
of each case.

COSTS CONSIDERATIONS

The proposed study is completely independent. The study is coordinated by the CC along with
CPO Piemonte and monitored by the Laboratory for Clinical Oncology Research Institute of
Pharmacological Research “Mario Negri”. The aim of the study is to assess the effectiveness of
diagnostic programs in daily medical practice. Investigation proposals do not diverge
significantly from those normally carried out in patients with endometrial cancer but, regarding
minimalist regimen, should lead to a reduction in costs. The forms of the study will be provided
by the Centre for Coordination.

ETHICAL ISSUES
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Before enrolling patients into the study, clinicians should send the approval of the local Ethics
Committee study protocol to the CC.

The consensus by the patient must be obtained after exhaustive explanation of all different
options of the follow-up program and details concerning the study aims and structure. The
right of the patient to refuse to participate in the study must always be respected. The
clinician must feel free at any time to provide an alternative to what is scheduled in the
Protocol if necessary for clinical issues, even if the patient has been enrolled in the trial. At
the same time the patient must be free to leave the study at any time, without any influence
on her future medical care.

QUALITY OF LIFE

The follow-up trial in endometrial cancer patients includes a formal assessment about the
potential identification of different emotional impact on patients by different follow-up
regimes, both in terms of quality of life and emotional behaviours.

Nowadays anxiety disorders are very common in patients with chronic diseases (such as
diabetes mellitus, rheumatic diseases, cancer) and the prevalence of anxiety disorders in
patients with cancer varies according to different studies by 0, 9% to 49% (with a range
reduced to 10-30% in studies where standardized psychiatric criteria had been chosen); the
problem of anxiety is not limited to the period of diagnosis or treatments, but more often
occurs for long periods of time after primary treatment.

Patients need to liaise with clinicians even after primary treatment in order to control
anxiety, if they maintain a link they instinctively feel much more protected against the
disease and the fear of a relapse. The follow-up appointments have a double function: the
first aim is to detect early relapses, the second is to maintain a relationship with patients
during years in order to become a benchmark for all their health problems linked to the
primary disease.

Often the periodic follow-up visit schedules many medical tests which signify many accesses
to hospitals (maybe different from the one where therapies have been performed and
follow-up visits are planned), much stress and time to perform all the examinations required.
Setting out from the assumption that a patient feels more secure if many medical test have
to be performed, while at the same time for others it means being stressed, the comparison
between the two follow-up regimens has to be done assessing their impact in terms of
anxiety using an objective and standardized tool. We can do it using specific questionnaires
which will be distributed to patients during their periodic appointments.

The purposes of this section of the study are:

Assess the impact of the two different follow-up arms on patients wellbeing

Assess the impact of the two different follow-up arms on the emotional sphere of patients
(anxiety, stress etc.).

What is the satisfaction reported by the patient in different follow-up arms
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The questionnaires will be submitted at randomization time, during the first visit and after 12
months, after all the submission will continue with an annual administration of the
guestionnaire.

See Enclosure C.

INFORMATIVE BROCHURES

Enclosed to the main protocol of the study it is available an informative booklet for patients
which has to be distributed to the patient at randomization time. The brochure (enclosure A),
which is tailored on different arms of each risk level, talks about general information
regarding the study and information on the particular regimen to which the patient has been
assigned (type and timing of visits, examinations and questionnaires she has to fill).

Enclosed with the main protocol there is an informative letter which may be delivered to the
General Practitioner in order to inform him/her about the protocol in general and his/her
patient health situation (regimen assignment) as well (Enclosure B).

ECONOMIC ASSESSMENT PROJECT

The economic assessment is designed to compare the cost-effectiveness and cost-utility of
the two post-operative follow-up programs. However, the main objective is to estimate the
incremental ratio of cost-effectiveness of a protocol over the other. The study provides a
cost evaluation starting from a “social” point of view or including all costs directly determined
by programmes follow-up: i) costs rewarded by health care system for care given ii) the
sanitary (visits, diagnostics, etc.) and not sanitary (transport costs etc.) costs directly
sustained by the patient iii) the costs of non-productivity (working hours lost) of the patient
and / or any accompanying person.

These assessments will be conducted during regular follow-up visits in disease free patients,
in patients with a relapse and with progression disease. Differences in costs could also occur
in a phase which is former the time of relapse diagnosis, if that event will be temporally
different in the two follow-up regimens.

The methodology for collecting data needs the integration of different sources: the clinician
responsible for the follow-up, the patient and, where possible, the archives of health data.
The data about compliance to the planned follow-up will provide the main elements for the
assessment of costs during the regular follow-up. The data of agreement to the Protocol will
be integrated with information collected through specific questions addressed to patients. In
particular, there are some questions available to assess the amount of time spent on visits
and examinations scheduled by follow-up programs, the possible presence of accompanying
people and costs added by the possible consultations of other doctors or other tests not
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scheduled by the Protocol of the study which, especially in minimalist scheme, the patient
may have asked to other clinicians.

If there is a relapse, the identification of the main assistance episodes will be done through a
guestionnaire addressed to patients and managed by the clinician, who considers just major
healthcare resources (hospitalizations, chemotherapy treatments, radiotherapy, etc.). For
what concerns Piedmont Region (and other places where this is possible as well) all
information will be validated and supplemented through the use of individual linkage with
the administrative records of current data. The collection of economic information will be
done at the same time as the planned administration of questionnaires about quality of life.
Regarding the evaluation of incremental ratio cost-effectiveness the outcomes which will be
analysed (with a reference time horizon of five years) are: the diagnosis of a relapse, deaths,
QALYs.

In order to estimate the QALYs we use the questionnaire EuroQoL EQ-5D 36, which is
available in an official Italian translation and has a set of weights utility validated in all Europe.
Alternatively we can use the questionnaire SF-6D, derived from SF-12: recently algorithms for
estimating individual preferences are available 37. Eventually any cost-effectiveness
evaluation at long-term will require the projection of the outcome over the lifetime of
patients, through the elaboration of specific prediction models.

ENCLOSURES

- Enclosure A: Patient Brochure

- Enclosure B: GP Brochure

- Enclosure C: QoL Protocol

- Enclosure D: Informed consent
- Enclosure E: QoL Questionnaire
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