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The Belgian Cancer RegistfBCR) founded in 2005, progressively achieves more results on
population based cancer statistics. Data on cancer incidence are available for Belgium from 2004 on
and for the Flemish Region from 1999 onwar@isice 2009, the BRis authorisedo use the nationh
number for social security (NNSS) as the unigaBent identifier, to link the data from this BCR
database with data on canceelated diagnostic and therapeutic gmedures and pharmaceuticals
[1], which are obtained from all seven Belgian health insoeacompanies via the Intermutualistic
Agency.The NNSScan also be used to retrieve the vital status from tfi€ruispuntbankvan de
Sociale Zekerheid/Banque Carrefour de la Sécurité SéciBkevious publications on cancer
incidence (2004005 [2], 2008[3] and 2010[4]) and survival[5] have mainly provided general
results by cancer type (I€ID [6]) at both the national and regional level. The current project is the
first to provide a detailed inventory of rare cancer incidence, survival and cliniealrcthe Flemish
Region.

RARECARE has been set up as a European initiative to estimate the epidemiology, treatment and
survival of rare cancers. Within the RARECARE working group, rare cancers have been defined as
groups of rare malignancies with an iskence rate lower than 6/100,000 per year, for both sexes
combined ¥,8]. Numerous international publications within and outside the RARECARE initiative
have shown that clinical management of rare cancers is often poorly organized, resulting in
suboptimal teatment outcomeq7-9]. In concrete, a lack of medical expertise in the management of
rare cancers, poor referral rates from general practitioners and pathological misdiagnoses may lead
to an impaired quality of care for these cancer types. On the otldhrare cancers are often not
prioritized by the public health system due to their relatively low burden at the population level. The
same is true for pharmaceutical industry which considers rare cancers to be less profiabtbehr
common counterpas. Therefore, research on diagnosis and treatment of these tumour entities
gains less attention.

Several initiatives possibly leading to an improvement of this situation have been formulated such as
the creation of evidence based guidelines and the dgthiment of reference networks or centres of
expertise.

To date, little is known on the burden and clinical management of these tumour types in the Flemish
Region. The current project aimed therefore to estimate the incidence and survival of an extended
list of rare cancers in the Flemish Region, and to provide more detailed insight in the clinical care for
a selection of rare malignancies in this region. The selection of rare cancers in the current project was
based on the RARECARE cancer 1@t [Thislist is based on a combination of topography and
morphology codes according to I€OEB [11] for incidences between 2002 and 201br incidence

year 2001, selection was based on4GR [12], which might cause a small, negligible bias.

The first part ofthis issue describes incidences, trends and survival (observed and relative) for an
extended list of rare cancers across different organ systems. Analyses were performed at the overall
level and for subgroups according to sex, age and stage. For thisafjaBelgian patients with
residence in the Flemish Region and a first diagnosis of a rare cancer between 2001 and 2010 were
included.
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The second part presents detailed analyses of clinical care for a selection of 11 rare cancers, namely:
Nasopharynx, Sahry Glands, Hypopharynx, Larynx, Oropharynx, Oral Cavity, Lip, Anal Canal, Vulva,
Vagina and Mesothelioma. For this part, all Belgian patients living in the Flemish Region, with an
incidence of a rare cancer between 2004 and 2007 were considered. Baclrtiype within this

part is introduced by a review of its epidemiology, aetiology, diagnostic and therapeutic
management. Detailed analyses of different patient (age, sex) and tumour (stage, histology)
characteristics are provided. In addition, clinicdre for these tumour entities in terms of
multidisciplinary oncological discussion, diagnosis and treatment is described. Survival analyses are
presented for the overall level and for different subgroups, in line with the major differences in
patient or umour characteristics or treatment schemes. Finally, data on how clinical management
for these patients is spread amongst different hospitals and the major differences in treatment
schemes between lovand highvolume centres are shown.

Hopefully, this poject can increase knowledge on rare cancer burden and management in the
Flemish Regiarirhese insights could be of usefuture reflections on optimization of clinical rare for
patients diagnosed withare malignancies.
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1. General methodology

1.1 RARECARBSelection Rare Tumours

During recent years, rare cancers have been intensively studied by RARECARE, a research group to
estimate the burden of rare cancers in Europe [1]. Tthefined a cancer as rare when the incidence

is lower than 6 per 100,000. Based on this criterion, a list of common and rare cancers has been
created and publically made available. The definition of each tumour entity is done based on a
combination of morpblogy and topography codes. The list is organised into three layers: bottom,
middle and top layers [2]. The bottom layer corresponds to the WHO names of the individual cancers
with their corresponding IGE-3 codes, for example mucinous adenocarcinomaadére [3]. These

bottom layers are grouped into middle layers that are considered to require similar clinical
management and research, for example adenocarcinoma with variants of colon. The middle layers
are further grouped to top layers that are considertd involve the same clinical expertise and
patient referral structure, for example epithelial tumours of colon. To select the rare cancers for this
study, we used the RARECARE list published online in march 2011 [4]. From this list, we selected the
top layers and underlying middle layers for the analyses. Bottom layers were not taken into account

in this report.

It should be noted that these layers are not exhaustive. For example, not all tumours included in a
top layer, are also included in one of the @mlying middle layers. This means that the sum of the
number of tumours in the different middle layers is often smaller than the number of tumours
included in the related top layer.

1.2 Incidence

Incidence is the number of new cases arising in a given periadgpecified population. This measure
provides a direct estimate of the probability or risk of illness, and it can be expressed in different
ways.In this report, it is expressed as:

1 Crude incidence rate (CR): calculated by dividing the number of nes oaserved during a
given time period by the corresponding number of people in the population at risk. The
crude rate is expressed as a number of new cases per 100,000 persons per year.

1 Age specific incidence rate: the number of newly diagnosed casepartiaular 5year age
group over a specified time period and expressed per 100,000 persons per year.

1 Age standardised incidence rate: a weighted average of the individual age specific rates
using an external standard population. It is the incidence thatld be observed if the
population had the age structure of the standard population (European or World Standard
population). Since age has a powerful influence on the risk of cancer, this standardisation is
necessary when comparing several populationg thtier with respect to their age structure.

Age standardised incidence rates are expressed as the number of new cases per 100,000
persons per year.

10
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1.3 Trends

Trends over the incidence years are studied by calculating the Estimated Annual Percentage Change
(EAPC). In this method, a regression line is fitted to the natural logarithm of the rates using calendar
years as a regressor variable, i.e. y=mx + b where y = In (rate) and x = calendar year. Then the EAPC =
100 x (&-1). Testing the hypothesis that theAEC is equal to zero is equivalent to testing the
hypothesis that the slope of the line in the above equation is equal to zero. The latter hypothesis is
tested using the istribution of m/SEm, while the number of degrees of freedom equals the
number of @lendar years minus two. The standard error of m, i.e. SEm, is obtained from the fit of

the regression line. This calculation assumes that the rates increased/decreased at a constant rate
over the entire period, although the accuracy of this assumptiomiohbeen tested [5].

1.4 Survival
For the adequate calculation of survival results, some patients were removed from the selection:

1 Cases with uncertain date of diagnosis

I Cases without a unique national number. The vital status was retrieved from the
Kruispund Y1 @+y RS {20AFIftS %S{SNKSAR olFaSR 2y
(INSZ/NISS).

1 Second and subsequent tumours. For each person, only the first diagnosed cancer (known to
the Belgian Cancer Registry, Ammlanoma skin cancers not taken into agat) was
considered for the analyses, consistent with other (inter)national cancer survival analyses [6,
7,8].

9 Cases with a date of diagnosis equal to the date of death

9 Cases lost to followp at the date of incidence

Two types of survival are reportedbgerved survival and relative survival.

Because of these additional exclusion criteria used for the survival analyses compared with the
analyses on incidence, the number of patients included in the survival analyses is most often lower.

It should be notedhat the interpretation of survival analyses is uncertain if the number of patients is
smaller than 35. Therefore, survival analyses are restricted to groups of 35 or more patients at the
start of the observation period (i.e. the number at risk equal tdigher than 35). If the numbers at

risk are lower than 35, an asterisk (*) is used and no results are shown.

1.4.1 Observed Survival

Observed survival is the proportion of patients that is still alive after a specified period of time. In this
study, we reportthe observed survival rates until ten years of follaw for the first part and until

five years of followup for the second part. Patients whose observation period was shorter than the
maximum time for which survival probability was calculated (i.e. yiears or five years for the first

and second part, respectively) were censored at the date of the last information on vital status.
Observed survival was calculated with the Kagégier method [9] using a sercomplete analysis

11
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approach [10]. The-13-, 5- and 10year observed survival is the proportion of patients that is still
alive one, three , five and ten years after their diagnosis, respectively.

1.4.2 Relative Survival

A problem with measuring observed survival is that the estimates do not only indkatls due to

the cancer itself, but also deaths due to other causes, including older age, other diseases, trauma and
any other possible causes of death. Calculation of a disg@aseific survival (which takes only the
cancer itself into account as a causf death) is impossible because the exact cause of death for each
individual is unknown in this study and is hard to achieve at a population level.

To overcome this problem, relative survival has been developed as a proxy for net survival which is
defined as the survival that would occur if mortality from other causes of death is removed [11].
Relative survival is calculated as the ratio of the observed survival to the expected survival (=survival
that would be expected if the cancer patients had the saage and sex specific mortality in each
period as the general population). Relative survival is widely used for comparisons between different
populations and countries. Life tables are required to estimate the expected survival. For the survival
analyses prformed in this study, expected survival calculations were based enagpx region and
calendaryearspecific Belgian lifetables [12], according to the Ederer Il method [13]. Relative survival
rates were estimated using a SAS code written by Pauldnmaic from the Karolinska Institute,
Stockholm Sweden using a setoimplete analysis approach [14].

1.4.3 Staging

Staging is done according the TNM classification as defined by the International Union Against Cancer

(5" edition for the incidence years 20@D02[15], 6" edition for the incidence years 20@009 [16],

7" edition for the incidence year 2010 [17]). Stage can be reported as the clinical stage, the
pathological stage or the combined stage. The combined stage is a compilation of the pathological
(pPTNM) and the clinical (cTNM) stage. If both the pTNM and the cTNM are available, pTNM is used

for the combined stage. An exception to this rule is a case with clinical metastases (cM=1): in this
case, the combined stage is IV. If either the pathologicalher dlinical stage is available, the
combined stage is derived from the available stage. If both pStage and cStage are absent, the
O2YO0AYSR &aidlF3aS Aa O2YyaARSNBR dzyly26y oW-Qud C2
because of their morphology (e.g.arsoma) or because of their localisation (e.g. some

adzot 20t A&l GA2ya F2NJ Fylf OFylLrfod ¢KSaS {dzy2 dzNE&
Fylrfeasa oe aidl3aSed® b24S GKIFIG Ay (GKS OdzaNNByid NB
specified oherwise.

12
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2. Methodology of the First Part : Rare Cancers in the Flemish Region,
2001-2010: Incidence, Trends and Survival

2.1 Selection of Tumours

Because of the goal to give a broad overview in this first part of the study, a broad range of tumours
was selectedThe following inclusiorand exclusion criteria were used:

2.1.1 Inclusion Criteria

9 Tumours first diagnosed during the years 2€ML0 (incidene date)

91 Patients with their official residence in the Flemish Region

1 The topography/morphology combinations from the RARECARE list are used to define the
tumour entities Selection was based on KCEB [3] for incidences between 2002 and 2010
For incidene year 2001, selection was based on-[@P [18], which might cause a negligible
bias.

2.1.2 Exclusion Criteria

1 The following tumours are excluded:

All types of sarcoma

The embryonal neoplasms

The extragonadal germ tumours
All central nervous system tumours
Allhaematological malignancies
Rare skin tumours

O O O 0O O O

2.2 Common versus Rare Cancers

To be able to compare the results for rare cancers to those for common cancers, incidence, trends
and survival results are also shown for the common cancers. However, becausegufathef this

study to report on rare cancers, rare cancers are described in more detail. This implies that if a top
layer (e.g. epithelial tumours of colon) has only common middle layers which can be described
(because the rare middle layers hardly containy patients, e.g. squamous cell carcinoma with
variants of colon), only general results and no detailed results are provided.

2.3 Incidence

1 Incidence is reported in terms of the raw numbers, the crude rate and the age standardised
rate using the world poputaon (WSR).

1 An additional column was added next to the incidence rates to indicate whether a cancer
type (top or middle layer) is rare (R) or common (C) according to the selection of included
incidence years (2062010), region (Flemish Region) and sexH{s@xes together, males or
females) based on the crude rate.

13
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2.4 Trends

1 Results are only displayed when at least one patient is diagnosed in each included incidence
year.

1 Because of the small numbers of patients for several tumours, trends are often calculated
making use of the technique of three year moving averages. Using this technique, the
preceding and following year are taken into account to calculate the age stasddrdhtes.

For example, to calculate the rate for 2004, the years 2003, 2004 and 2005 are taken into
account.As a consequence, trend curves become smoother.

2.5 Survival

For all survival analyses reported in this part, a minimum folipwwas guaranteed urtidune 30,

2012. This implies that for the majority of patients, no complete ten year fellpwas available and
censoring was needed. If the Y@ar observed and relative survival could not be calculated because
none of the patients had a followp pericR 2 F GSy &SI NBR 2NJ Y2NBZ-WiH WA &
Because the number of patients with a follay of ten years is rather limited (this is only the case

for patients diagnosed between January 1, 2001 and June 30, 20623al Burvival is onlseported

for the overall survival and not for the more detailed analyses.

The following survival analyses are reported (not necessary all for all tumours):

1 Overall survival: survival for both sexes together.3l, 5 and 10year observed and relative
survival results are reported, together with the confidence interval (Cl) for theds
survival (observed and relative).

1 Survival by sex:-13 and 5year observed and relative survival by sex, together with the CI
for the 5year survival (observed andlat¢ive) are reported.

1 Survival by stage:=-$ear relative survival analyses were performed for the different stages.

1 Survival by age group:year relative survival analyses were performed for three different
age groups. The age groups were chosen to lianee groups of more or less the same size.

3. Methodology of the Second Part: Clinical Care for Selected Rare
Cancers in the Flemish Region, 2004 -2007

3.1 Selection of Tumours
3.1.1 Inclusion Criteria

To be able to conduct in depth analyses on the clinical carerefaancers in the Flemish Region,
inclusion criteria for this second part are different from the inclusion criteria for the first part of this
study:

9 Tumours first diagnosed during the years 2007 (incidence date)

1 Patients with their official residenda the Flemish Region

14
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1 Eleven tumours were selected based on the RARECARE list (see Appendix A for the selected
topography and morphology codes per tumguaicording to ICI®-3 [3]. In alignment with
the original project application, the major focus was cancers of the head and neck region.
This reflection led to the following list of studied tumour types:

0 Head and Neck Tumours:
A Nasopharynx

Salivary Glands

Hypopharynx

Larynx

Oropharynx

Oral Cavity
A Lip

Anal Canal

Vulva

Vagina

Mesothelioma

> > > > >

O O O O

3.1.2 Exclusion Ot eria
The following tumours were excluded:

1 Patients without a national security number (INSZ) available

1 Second and subsequent tumours. For each person, only the first diagnosed cancer (known to
the Belgian Cancer Registry, amelanoma skin cancers not @k into account) was
considered for the analyses.

9 Cases with a date of diagnosis equal to the date of death

9 Patients younger than 15 years because treatment in children can differ from treatment in
adults

1 Patients that could not be linked with the healtfsurance data

3.2 Linkage of Cancer Registry Data with Health Insurance D ata

To enable analyses on the diagnosis and treatment of the patients, the BCR data are linked to the
health insurance data. Since 2009, the Belgian Cancer Registry is authorised&bdifiom the BCR
database with data on canceelated diagnostic and therapeutic procedures and pharmaceuticals
[19], which are obtained from all seven Belgian health insurance companies (HIC) via the
Intermutualistic Agency (IMA/AIM). Via this linkageqedure, the Cancer Registry receives for each
registered patient, health insurance data starting from January 1 of the year preceding the incidence
year, until December 31 of the third year after the incidence year (further mentioned as HIC data). At
the start of the final analyses, HIC data were available to the Cancer Registry until 2009. Because at
least two years of follovup could be guaranteed for each individual patient, it was decided that the
available HIC data were sulfficient to analyse thecadircare.

15

Belgian Cancer Registry



3.3 Limitations Concerning the Use of Health Insurance Data to Analyse
Clinical Care

The use of HIC data to analyse the medical acts concerning diagnosis and treatment of cancer
patients has some limitations. A first limitation is that only mediaels that are charged are
available in the HIC data. For example, acts that are not charged because they took place in the
context of a sponsored clinical study are not available in the HIGAdsgaond limitation is that the
description of the registerednedical acts does notirectly refer to the diagnosis.A third
shortcoming is that small deviatiose possible in both the incidence date and the date of invoice of
the medical act.To overcome the two latter limitationstimeframes are usedto restrict the
possibility of including medical acts that were conducted for other purposes than the ones of
interest.

For diagnosis and staging, a timeframe of three months before until three months after the incidence
date is taken (one month is always defined 8sdays). For the medical oncological consult (MOC), a
timeframe of one month before until three months after the incidence date is taken. The timeframes
taken into account for treatment (surgery, radiotherapy and chemotherapy) are different per tumour
type and are therefore summarized in Appendix C. When multiple acts took place, the act closest to
the incidence date is always chosen. It should be noted that for radiotherapy, the date of the last
radiotherapy session is registered in the HIC data. For M@Qreatment acts, priority is given for
those acts that took place from one month before the incidence date onwards.

Nomenclature codes were selected for all studied medical acts per tumour, and are reported in
Appendix D. It should be noted that nomertaig codes are often rather unspecific and can be used
for different techniques or different parts of the body. For example, no specific nomenclature codes
are available for a CT scan of the neck or the thorax: for both regions, the same code is regitered
the other hand, no specified code is available for some medical acts. In sum, the use of health
insurance data gives a good indication of the medical acts that took place but may show some minor
deviations to the true values.

3.4 Patient Characteristics

Incidence is reported both in terms of the raw numbers, but also in terms of age standardised rates,
using the European Standard Population (E&Ralyses of incidence by sex (if applicable) and by age
group are presented.

3.5 Tumour Characteristics

9 Sublocaliation is reported based on the 1€ID coded20].
1 The observed morphology codes are grouped into morphology groups. For an overview of
the observed morphology codes per tumour: see Appendix B.

16
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3.6 Diagnostic and Staging Procedures

For each tumour, all diagnastand staging procedures are reported for the whole observation
period, and by incidence year. It should be noted that for histological diagnosis, both nomenclature
codes for taking biopsies and codes for the anategpathological examination are included.

3.7 Multidisciplinary Oncological Consult

For each tumour, the proportion of patients discussed at a multidisciplinary oncological consult is
calculated for the whole observation period, and by incidence year.

3.8 Therapeutic Procedures
3.8.1 Surgery

Different types of surgery are included for the different tumours. For most of the tumours, these can
be divided into major surgery, minor surgery and lymphadenectomy. The nomenclature codes for the
surgeries that are included in these three categorieslwamound in Appendix D. Within each type of
surgery, the surgery closest to the incidence date is selected (with a restriction that the surgery could
not have had taken place more than one month before the incidence date).When different types of
surgery lad taken place (e.g. major surgery and lymphadenectomy), priority rules are used to choose
one of the surgeries (as such, only one surgery is withheld for each patient). Major surgery always
received priority when performed within the studied timeframe bese this type of surgery is most
likely used for curative purposes. Minor surgeries received less priority because these surgeries are
more aspecific (e.g. no localisation is defined in the nomenclature code) and can be done for
diagnostic purposes. Thdme, these minor surgeries are only taken into account when no major
surgery was performed within the timeframe.

Lymphadenectomies can most of the time not be curative on their own, but may be performed
together with a curative surgery. Because only saoggery (the one with the highest reimbursement)

can be charged when different surgeries have taken place together in the same anatomical region
[21], it is possible that the curative surgery was not registered in the HIC data. Therefore for all head
and reck cancers except nasopharynx and lip, patients without major surgery but with a
lymphadenectomy are also considered to have undergone surgery. These surgeries are taken into
account with a lower priority. When both a minor surgery and a lymphadenectooky glace within

the timeframe, the surgery closest to the incidence date is selected.

An exception to these rules is laryngeal cancer for which minor surgeries are regarded as important
as major surgeries and are therefore treated with the same priovitiien both a major and a minor
surgery took place within the defined timeframe, the surgery closest to the incidence date was
selected. When none of them took place, lymphadenectomies are taken into.

A second exception is salivary glands cancer, for winerstrgeries are divided into salivary gland
surgery and head and mouth surgery. In line with laryngeal cancer, both types of surgeries are
treated with the same priority. When both types of surgery took place within the defined timeframe,
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the surgery closst to the incidence date was selected. When none of them took place,
lymphadenectomies are taken into.

For lip cancer, no distinction was made between major and minor surgery. However, homenclature
codes for surgery were taken together with codes for ftasurgery (Appendix D). The decision to
group these codes has been made because for several patients, nhomenclature codes for plastic
surgery were found within the studied timeframe, without the occurrence of nomenclature codes for
oncological surgery. &tic surgery in lip cancer patients without oncological surgery is very unlikely.
Therefore, it is supposed that also these patients had received oncological surgery at the time of
plastic surgery or before. For lip cancer, lymphadenectomies are not tat@account for surgery.

For anal canal cancer and nasopharyngeal cancer which are both primarily treated with radiotherapy,
surgery is studied in relation to radiotherapy (i.e. before or after radiotherdpyy).vagina, surgery
and radiotherapy are regded independently.

3.8.2 Radiotherapy (RT)

Radiotherapy is (unless otherwise stated) analysed for all types of RT (external RT, brachytherapy and
combined external and brachytherapy) together. The timeframes used to study RT are different for
the different tumaurs and are reported in Appendix C.

3.8.3 Chemotherapy

Chemotherapy products are selected based on the AAGatoémical Therapeutic Chemical
Classification Systerapdes. For this study, all cytostatics (level LO1) are included for analyses. For an
overview of d included products, see Appendix D. For an overview of all timeframes used to study
chemotherapy for the different tumours, see Appendix C.

3.8.4 Treatment Schemes

Information on surgery, radiotherapy and chemotherapy is combined into treatment schemes. The
description of treatment schemes differs for the different tumours and is based on the literature.
Only treatment schemes that were observed are presented. lukhbe noted that based on the
nomenclature, it is very difficult to find out whether for a patient who underwent both radiotherapy
and chemotherapy this is given in the setting of concomitant chemoradiotherapy. Therefore, we
report that the patient has hé chemoradiotherapy when both chemotherapy and radiotherapy took
place within the predefined timeframe.

3.9 Survival

For all survival analyses reported in this part, a minimum felipmvas guaranteed until May 18,
2013. This implies that for all patients,camplete five year followup was available and censoring
was only needed for patients lost to follewp within the first five years after diagnosis. Additionally
to the above mentioned exclusion criteria for this part of the study, patients who wereddstlow-

up at the day of incidence were removed from the survival analyses.
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The following survival analyses are reported when at least two subgroups have a number at risk of 35
patients or more:

Overall survival: survival for both sexes together
Relativesurvival by sex (if applicable)

Relative survival by age group

Relative survival by stage

Relative survival by sublocalisation (10L)
Relative survival by primary treatment

=A =4 =4 4 -4 4

3.10 Analyses by Volume
3.10.1 Assignment of Each Patient to One Gentre

To analyse hospitalolume, it was for methodological reasons necessary to identify one centre per
patient, although patients might have consulted different physicians in different hospitals. Specific
algorithms were designed to identify for each patient the centith the most important impact on

the quality of care. The following medical acts were taken into account in the algorithms:

Surgery (major surgery, minor surgery and lymphadenectomy)
Radiotherapy

Chemotherapy

The centre were the patient was discussed at a MOC

O O O O

Foreach type of those medical acts the identified centre was the one where the medical act that was
closest to the incidence date (or the date of major surgery in case of adjuvant treatment) and within
a certain timeframe around the incidence date (or dateradjor surgery) was performed (Appendix

C). When both neoadjuvant and adjuvant chemotherapy, or both neoadjuvant and adjuvant
radiotherapy were performed in a different centre, the centre of the neoadjuvant therapy prevailed
over the centre of the adjuvantherapy. For tumours for which the primary treatment was
radiotherapy, the surgery or chemotherapy conducted before RT received priority above the surgery
or chemotherapy performed after RT if both took place in a different centre.

Hospital merges wergaken into account until the end of the most recent incidence year that was
included in this study, i.e. December 2007.

A set of rules was used to assign each patient to one centre. The order indicates the priority between
the rules (1 = highest priority):

1. When only one centre could be identified for surgery, chemotherapy, radiotherapy and/or
discussion at the multidisciplinary oncological consult (MOC), this centre was always chosen
(NB: to apply this rule, not all of these medical acts should have tdker)p
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If more than one centre was identified for these acts:

2. The centre where the major surgery (if applicable) took place was chosen.

The centre where RT took place.

4. The centre where minor surgery or lymphadenectomy took place when no major surgery was
performed.

5. The centre where chemotherapy took place.
An exception to these rules is nasopharyngeal cancer, for which the second rule was not applied. The

other rules are applied in the same order, and all nasopharyngeal surgeries are treated as minor
surgeies or lymphadenectomies in the centre assignment. Another exception is lip cancer, for which
all surgeries are taken into account in the second rule and the fourth rule was not taken into account.
For salivary gland cancer, the second rule applies florasg gland surgery and for head and mouth
surgery while the fourth rule only applies for lymphadenectomies.

w

3.10.2 Analyses by Volume

To compare the volume of the different hospitals, all Flemish centres were selected. However, as it is
possible that patientswvith an official residence in the Brussé€lapital Region or in the Walloon
Region are treated in Flemish centres, these patients are also taken into account in the calculation of
GKS OSyiNBQa @2fdzySo

To study whether the volume of the centre has an infice on the treatment of the patient, centres

are divided into higlvolume and lowvolume centres. Because the literature concerning the
threshold to consider a centre as higbr low-volume is scarce , the threshold is arbitrarily set for
each tumour witha minimum of ten patients per year (40 patients for the period 2Q087).
Tumours for which none or only one of the centres has treated ten or more patients per year are not
divided into high and lowvolume hospitals and therefore no further analyses evgrerformed.
Because RT got a rather high priority in the rules to assign a patient to a centognR€s are often

over represented in the group of higlolume centresThis may to some extent influence the results.
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1. Epithelial Tumours of Nasal Cavity and Sinuses

1.1 General Results

Tablel. Epithelial Tumours of Nasal Cavity and Sinuses: Incidence, Trends, Survival
Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival

CR WSR Avg Age %  p-value N atrisk 5yr (%)

EPITHELIAL TUMOURS OF NASAL CAVITY AND
SINUSES R 268 0.44 0.25 64 5.3 0.024 218 50.7
Squamous cell carcinoma with variants of nasal
cavity and sinuses R 184 0.30 0.16 65 0.6 0.869 156 51.5
Lymphoepithelial carcinoma of nasal cavity and
sinuses R 9 0.01 0.01 61 * * 7 *
Undifferentiated carcinoma of nasal cavity and
sinuses R 21 0.03 0.02 57 * * 18 *
Intestinal type adenocarcinoma of nasal cavity
and sinuses R 30 0.10 0.06 63 * * 28 *
Males EAPC Relative survival

R/IC N CR WSR Avg Age: %  p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF NASAL CAVITY AND

SINUSES R 192 0.64 0.37 64 3.9 0.105 165 53.0
Squamous cell carcinoma with variants of nasal
cavty and sinuses R 131 044 0.24 66 -2.4 0.482 114 55.7
Lymphoepithelial carcinoma of nasal cavity and
sinuses R 5 0.02 0.01 57 * * 4 *
Undifferentiated carcinoma of nasal cavity and
sinuses R 17 0.06 0.04 56 * * 15 *
Intestinal type adenocarcinoma of nasal cavity
and sinuses R 30 0.10 0.06 63 * * 28 *

Relative survival

CR WSR Avg Age: N atrisk  5yr (%

EPITHELIAL TUMOURS OF NASAL CAVITY AND

SINUSES R 76 0.25 0.14 65| 11.8 0.102 53 44.0
Squamous cell carcinoma with variants of nasal
cavity and sinuses R 53 0.17 0.10 64] 15.6 0.138 42 40.6
Lymphoepithelial carcinoma of nasal cavity and
sinuses R 4 0.01 o0.01 67 * * 3 *
Undifferentiated carcinoma of nasal cavity and
sinuses R 4 001 o0.01 64 * * 3 *
Intestinal type adenocarcinoma of nasal cavity
and sinuses R 0 - - e - e 0 -

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

25

Belgian Cancer Registry



1.2 Incidence

1 268 new epithelial tumours of the nasal cavity and sinuses are diagnosed in the Flemish
Regiorbetween 2001 and 2010.
1 More males are diagnosed than females (M/F ratio = 5.0).

Table2. Epithelial Tumours of Nasal Cavity and Sinuses: Morphological Distribution by Localisation.

Nasal cavity and sinuses - Middle layer Nasal cavity & sinuses Nasal cavity Sinuses

Squamous cell carcinoma with variants 184 75.4% 66 82.5% 118 72.0%
Lymphoepithelial carcinoma 9 3.7% 2 2.5% 7 4.3%
Undifferentiated carcinoma 21 8.6% 2 2.5% 19 11.6%
Intestinal type adenocarcinoma 30 12.3% 10 12.5% 20 12.2%

1 RARECARE defines four rare tumour entities ofl masdty and sinuses.

o Squamous cell carcinoma with variants is the most frequent subtype and accounts
for 75% of all diagnoses. At the sinuses they account for 72% of the cases, in the
nasal cavity they represent more than 80% of all diagnoses.

o0 Intestinaltype adenocarcinoma is the 2nd most frequent entity (11%) and is only
diagnosed in males.

o0 Undifferentiated carcinomas (8.6%) are more frequently diagnosed at the sinuses
than in the nasal cavity.

0 Lymphoepithelial carcinomas are the least common entity sepresent 4% of all
diagnoses in the nasal cavity and sinuses.

Figurel. Epithelial Tumours of Nasal Cavity and Sinuses: Age Specific Incidence by Sex

Epithelial Tumour of Nasal Cavity and Sinuses: Age Specific Incidence by Sex
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1 From the age of 50 years, incidence rates increase with age. This iniyeasme
pronounced in males than females.

26

Belgian Cancer Registry



Figure2. Epithelial Tumours of Nasal cavity and Sinuses: Histology Distribution by Age Group
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1 Intestinal type adenocarcinoma is most frequently seen in the age group8 a0d 6669
yeas and is not seen in the age groud® years.

1 Squamous cell carcinoma represents the most common entity in all age groups.

1 Lymphoepithelial carcinoma seldom occurs in any age group.

1 The highest percentage of undifferentiated carcinoma is observedtients younger than
50 years.
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Figure3. Epithelial Tumours of Nasal Cavity and Sinuses: Stage Distribution by Sex
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Information on pathological stage is missing in%%6 of all tumours of nasal cavity and
sinusesClinicalstage information is missing in 3%%.

Clinical stage IV is more frequently seen in females but pathological stage IV is comparable
between males and females.

1.3 Trends

Figure4. Epithelial Tumours of Nasal Cavity and Sinuses: TrdnydSex (three year moving averages)

Epithelial Tumours of Nasal Cavity and Sinuses: Trends by Sex
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Incidence rates for epithelial tumours of nasal cavity and sinuses reveal no significant trend
in males, for females they increase annually with 10%.

28

Belgian Cancer Registry



1.4 Survival
1.4.1 Overall Survival

Table3. Epithelial Tumours of Nasal Cavity and Sinus&serall Survival
N Observed Survival Relative Survival

atrisk 1year 3year S5year 10year 5yearCl 1year 3year 5year 10year 5 yearCl

EPITHELIAL TUMOURS OF NASAL CAVITY AND

SINUSES 218 752 572 451 333 [37.7;522] 774 613 50.7 445 [42.4;58.7]
Squamous Cell Carcinoma with variants 156] 75.0 551 452 315 [36.6;534]] 77.1 59.5 515 43.8 [41.6;60.9]
Lymphoepithelial carcinoma 7 * * * * * * * * * *
Undifferentiated carcinima 18 * * * * * * * * * *
Intestinal type adenocarcinoma 28 * * * * * * * * * *

1 Epithelial tumours of the nasal cavity and sinuses have a moderate prognosis, witea 5
relative survival of a little more than 50%.

1.4.2 Survival by Sex

Table4. Epithelial Tumours of Nasal Cavity and Sinus&airvival by Sex

N Obsened Sunival Relative Survival

WEES atrisk 1year 3year 5year 5yearCl 1lyear 3year 5year 5yearCl

EPITHELIAL TUMOURS OF NASAL CAVITY AND

SINUSES 165 76.4 56.3 46.6 [38.1;54.6]] 78.6 60.7 53.0 [43.3;62.1]
Squamous Cell Carcinoma with variants 114 74.6 52.8 47.9 [38.0;57.2 76.9 57.6 55.7 [44.1; 66.5]
Lymphoepithelial carcinoma 4 * * * * * * * *
Undifferentiated carcinima 15 * * * * * * * *
Intestinal type adenocarcinoma 28 * * * * * * * *

N Obserned Sunival Relative Survival

atrisk 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl

EPITHELIAL TUMOURS OF NASAL CAVITY AND

SINUSES 53] 717 59.9 404 [255;54.8]] 735 63.2 440 [27.8;59.6]
Squamous Cell Carcinoma with variants 42| 76.2 61.1 37.2 [21.1;53.4]] 77.7 64.4 40.6 [23.1;58.1]
Lymphoepithelial carcinoma 3] * * * * * * * *
Undifferentiated carcinima 3 * * * * * * * *
Intestinal type adenocarcinoma 0 - - - N - - - -

Prognosis is clearly better in males although caution has to be taken because of the small number of
involved females.

1.4.3 Survival by Stage

Figure5. Epithelial Tumous of Nasal Cavity and SinuseRelative Survival by Stage
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* Survival of Stage |, Il, Il is not shown because the number at risk is smaller than 35.
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1 There is a difference of aimost 15% inthe 51 NJ NBf | G A JS &adzNDA DI £ 0S¢
stage and thestage IV group.

1.4.4 Survival by Age Group

Figure6. Epithelial Tumours of Nasal Cavity and SinusB®lative Survival by Age Group
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1 The relative survival between the3% and 5569 years group is comparable.

1 There is a difference irelative survival over 5 year of almost 10% between the 2 youngest
and the oldest group.

Figure7. Squamous Cell Carcinoma with Variants of Nasal Cavity and Sinteative Survival by Age Group
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* Survival of the age group54 years is not displayed because the number at risk is smaller than 35.

1 For the patients of 70 years and older, tumours of the nasal cavity and sinuses are squamous
cell carcinoma have a similar prognosis as the same age group for all epithelial tumours
together.

1 Inthe agegroup 5569 years, survival is worse than survival for the same age group for all
epithelial tumours together.
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2. Epithelial Tumours of Nasopharynx

2.1 General Results

Table5. Epithelial Tumours of Nasopharynx: Ineidce, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival
R/IC N CR WSR Avg Age %  p-value N atrisk 5yr (%)
EPITHELIAL TUMOURS OF NASOPHARYNX R 236 0.39 0.26 57 2.6 0.135] 210 57.0
Squamous cell carcinoma with variants of
nasopharynx R 219 0.36 0.25 57 5.2 0.024 196 58.3
Papillary adenocarcinoma of nasopharynx R 1 0.00 0.00 69 * * 1 *
Relative survival
CR WSR Avg Age: N atrisk 5yr (%
EPITHELIAL TUMOURS OF NASOPHARYNX R 183 0.61 0.42 57 1.4 0.459 160 54.9
Squamous cell carcinoma with variants of
nasopharynx R 173 0.58 0.40 57 3.1 0.130] 152 56.3
Papillary adenocarcinoma of nasopharynx R 0 - - - - : 0 -
Relative survival
CR WSR Avg Age: N at risk  5yr (%
EPITHELIAL TUMOURS OF NASOPHARYNX R 53 0.17 0.12 57| 7.1 0.135] 50 63.9
Sqguamous cell carcinoma with variants of
nasopharynx R 46 0.15 0.10 56] 13.9 0.022 44 65.9
Papillary adenocarcinoma of nasopharynx R 1 0.00 0.00 69 * * 1 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

2.2 Incidence

1 236 new epithelial tumours of the nasopharynx are diagnosed in the Flemish Region between
2001 and 2010.

1 Males are more frequently diagnosed with a nasopharyngeal epithelial tumour than females
(M/F ratio = 3.6).

Table6. Epithelial Tumours of Nasopharynx: Histological Distribution by Sex

Flemish Region 2001-2010 Males Females
Squamous cell carcinoma with variants of nasopharynx 173 46
Squamous carcinoma, NOS 83 48.0% 24 52.2%
Squamous cell carcinoma nonkeratinizing, NOS 18 10.4% 3 6.5%
Squamous cell carcinoma keratinizing, NOS 6 3.5% 2 4.3%

Papillary squamous cell carcinoma - - - -
Basaloid squamous cell carcinoma - - - -
Squamous cell carcinoma, adenoid - - - -

Lymphoepithelial carcinoma 42 24.3% 15 32.6%
Undifferentiated carcinoma 16 9.2% 2 4.3%
Verrucous carcinoma 1 0.6% - -
Squamous cell carcinoma, small cell, nonkeratinizing 6 3.5% - -
Carcinosarcoma, NOS 1 0.6% - -

1 RARECARE defines two rare tumour entities of the nasopharynx:
o Papillary adenocarcinoma is only diagnosed once in the Flemish Region between
2001 and 2010.
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o Squamais cell carcinoma represents almost all nasopharyngeal epithelial tumours.
A Half of the squamous cell carcinoma are NOS.
A One out of four male and one out of three female nasopharyngeal squamous
cell carcinomas are lymphoepithelial carcinomas.

Figure8. Squamous Cell Carcinoma with Variants of Nasopharynx: Age Specific Incidence Rates by Sex and Histology

Age Specific Incidence Rates by Sex Age Specific Incidence Rates by Histology
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Nasopharyngeal carcinoma occur already at an early age.

After the age of 40 years, incidence rates increase rapidly in malésmales, the age
specific rates remain more stable

9 The tumours in younger patients (< 40 years) are more frequently lymphoepithelial
carcinoma.The percentage of lymphoepithelialrcenoma decreases with age category.
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Figure9. Squamous Cell Carcinoma with Variants of Nasopharynx: Stage Distribution by Sex
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1 Information on pathological stage is missing in 80% of all diagnoses, while clinical
information on sage is available in 80% of the tumours.

1 For males, there are somewhat more stage Ill and less stage | diagnoses compared to the
female stage distribution.
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2.3 Trends

Figurel0. Epithelial Tumours of Nasopharynx: Agtandardised Incidence Rates by Sex and Histolplsee year
moving averages)

Trends by Sex Trends by Histology
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1 Incidence rates increase for epithelial tumours of hasopharynx in males and females but no
significant trend is observed.

1 For lymphogithelial carcinoma, a significant annual increase is observed (EAPC =6.2% [p =
0.048]). Other types combined show a msignificant increase with 1.4% (p = 0.627).

2.4 Survival
2.4.1 Overall Survival

Table7. Epithelial Tumours of Nasophany - Overall Survival

N Obsenved Sunival Relative Survival
atrisk 1year 3year S5year 10year 5yearCl 1year 3year 5year 10year 5 yearCl
EPITHELIAL TUMOURS OF NASOPHARYNX 210] 84.2 637 534 380 [456;60.5]] 854 66.2 57.0 425 [48.7;64.5]
Squamous cell carcinoma with variants 196] 84.6 652 546 37.0 [46.5;62.1]] 858 67.9 583 41.3 [49.6;66.2]
Papillary adenocarcinoma 1] * * * * * * * * * *

1 Epithelial tumours of nasopharynx, almost fully represented by squamous cell carcinoma
with variants, have a-year observed survival of 53.4% and-gear relative survival of
57.0%.

2.4.2 Survival by Sex

Table8. Epithelial Tumours of NasopharymSurvival by Sex

N Observed Survival Relative Survival
WEIES at risk 1year 3year 5year SyearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF NASOPHARYNX 160] 843 62.6 51.2 [42.2;59.4]] 856 653 549 [45.3;63.7]
Squamous cell carcinoma with variants 152| 84.8 64.7 525 [43.2;60.9]] 86.1 67.5 56.3 [46.4;65.3]
Papillary adenocarcinoma 0 - - - E - - - -
N Obsened Sunival Relative Sunival
atrisk 1year 3year 5year S5year CI 1year 3year 5year 5 year Cl
EPITHELIAL TUMOURS OF NASOPHARYNX 50 84.0 66.8 61.2 [45.2; 73.7] 85.0 68.9 63.9 [47.2;77.0]
Sqguamous cell carcinoma with variants 44] 84.1 66.7 63.2 [46.0;76.2]] 851 689 659 [48.0;79.7]
Papillary adenocarcinoma 1] * * * * * * * *

9 Survival is better in females, although caution has to be taken because the small numbers of
females. This difference in survival becomes more pronouncedimdteasingime interval.
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2.4.3 Survival by Stage

Figurell. Epithelial Tumours of NasopharyrxRelative Survival by Stage
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* Survival of Stage I, Il and X is not shown because the number at risk is smaller than 35.

9 Stage lll disease has a significantly better prognoais shage 1V. There is a difference in 5
year relative survival of more than 15%.

Figurel2. Squamous Cell Carcinoma with Variants of NasopharyfRelative Survival by Stage
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* Survival of Stage I, Il and X is not shown bectus@umber at risk is smaller than 35.

1 Because almost all patients with an epithelial tumour of the nasopharynx are diagnosed with
a squamous cell carcinoma, survival by stage is very similar to the results for all epithelial
tumours of the nasopharynx tegher.
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2.4.4 Survival by Age Group

Figurel3. Epithelial Tumours of NasopharyrxRelative Survival by Age Group
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1 There is a distinct difference in survival between the age groups. The youngest age group (0
49 years) has the beprognosis, the oldest age group (65+ years) the worst. There is a
difference in 5year relative survival of more than 50% between them.

Figurel4. Squamous Cell Carcinoma with Variants of NasopharyRelative Survival by Age Gup
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1 Because almost all patients with an epithelial tumour of the nasopharynx are diagnosed with
a squamous cell carcinoma, survival by age group issimilarto the results for all
epithelial tumours of the nasopharynx together.
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3. Epithelial Tumours of Major Salivary Glands and Salivary -Gland
Type Tumours

3.1 General Results

Table9. Epithelial Tumours of Major Salivary Glands and Saliv@tgnd Type Tumours: Incidence, Trends, Survival
Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival

CR WSR Avg Age %  p-value N atrisk 5yr (%)
EPITHELIAL TUMOURS OF MAJOR SALIVARY

GLANDS AND SALIVARY-GLAND TYPE TUMOURS R | 1,103 1.81 1.05 63 1.0 0.292 1,027 66.8
Epithelial tumours of major salivary glands R 637 1.05 0.60 64 3.0 0.093 588 67.3
Salivary gland type tumours of head and neck R 466 0.77 0.45 63 -2.3 0.234 439 66.2

Relative survival
CR WSR Avg Age: N atrisk 5yr (%

EPITHELIAL TUMOURS OF MAJOR SALIVARY

GLANDS AND SALIVARY-GLAND TYPE TUMOURS R 531 238 141 64 -0.7 0.880] 657 63.1
Epithelial tumours of major salivary glands R 359 1.20 0.69 65 1.0 0.622 322 62.7
Salivary gland type tumours of head and neck R 355 1.18 0.71 63 -9.5 0.095 335 63.3

Relative survival

CR WSR Avg Age: N atrisk  5yr (%

EPITHELIAL TUMOURS OF MAJOR SALIVARY

GLANDS AND SALIVARY-GLAND TYPE TUMOURS R 373 1.26 0.75 61 34 0.069 370 73.3
Epithelial tumours of major salivary glands R 278 0.90 0.54 61 5.8 0.066 266 72.4
Salivary gland type tumours of head and neck R 111 0.36 0.21 62 -0.8 0.846 104 75.4

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

3.2 Incidence

1 1,103 new epithelial tumars of salivary glands and salivary gland tumours are diagnosed in
the Flemish Region between 2001 and 2010.
Slightly more males are diagrezbthan females (M/F ratio = 1.9
RARECARE defines two rare tumour entities:
o Epithelial tumours of major salivaryagds is the most common entity (58% of all
diagnoses).
A In males, three out of four diagnoses are found in the parotid gland and are
primarily squamous carcinoma NOS or adenocarcinoma NOS.
A Infemales, parotid gland tumours are often acinic adiénocarcinoma or
mucoepidermoid carcinoma.
A Salivary gland tumours (C08) are more common in females than in males,
primarily because of a higher number of mucoepidermoid carcinoma.

= =4

o Salivary gland type tumours of head and neck represent one third of Humdses.
A In males the dominant histological subtype is mucinous adenocarcinoma, in
females this is adenoid cystic carcinoma.
A The tumours most often originate from the sinuses in males and the palatum
in females.
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Figurel5. Epithelial Tumours of Major Salivary Glands and Salivary Gland Type Tumours: Age Specific Incidence Rates by
Sex

Epithelial Tumours of Major Salivary Glands And Salivary-Gland Type Tumours:
Age Specific Incidente Rates by Sex
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91 Incidence rates increase gradually from young adults until the age of 50 years. For these
ages, no difference is observed between males ankfes.
1 From the age of 50 years, incidence rates in males increase more rapidly than in females.

Figurel6. Epithelial Tumours of Major Salivary Glands and Salivary Gland Type Tumours: Stage Distribution by
Morphology and Sex
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1 Males are less often diagnosed in stage | and more in stage IV than females. Stage
distribution between salivary gland type tumours and tumours of major salivary glands is
comparable.
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3.3 Trends

Figurel?. Epithelial Tumours oBalivary Glands and Salivary Gland Tumours :-8tgndardised Incidence by Sex ahg
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1 Incidence rates for epithelial tumours of salivary glands and salivary gland tumours reveal no
significant trend in maled:or females, rates increase (nsignificantly) with 4% each year.
1 Theincrease in females is mainly observed for tumours of majgasaglands.

Figurel8. AgeStandardised Incidence by Age Group, Males and Females (three year moving averages)
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1 Under the age of 50 years, incidence rates remain stable for males and increase (non
significantly) for femaleannually with 7%.

1 In older age groups, males have higher incidence rates than females.

1 Anincrease of 3% in males is observed for patients of 75 years and older and in females for
the age group 504 years, but none are significant.
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3.4 Survival
3.4.1 Overall Surviv al

Table10. Epithelial Tumours of Major Salivary Glands and Salivary Gland Type Tumdverall Survival

N Obsened Sunival Relative Sunival

atrisk 1year 3year S5year 10year 5yearCl 1year 3year 5year 10year 5 yearCl

EPITHELIAL TUMOURS OF MAJOR SALIVARY
GLANDS AND SALIVARY-GLAND TYPE

TUMOURS 1,027 848 69.7 585 436 [55.2;61.7]] 872 755 66.8 57.8 [63.0;70.5]
Epithelial tumours of major salivary glands 588 845 694 582 456 [53.8;62.4]] 873 758 67.3 615 [62.2;72.2]
Salivary gland type tumours of head and neck 439 852 70.2 589 40.6 [53.7;63.7]] 871 751 66.2 525 [60.3;71.5]

1 Prognosis is comparable between epithelial tumours of major salivary glands and salivary
gland type tumours of head and neck.

3.4.2 Survival by Sex

Tablel1. Epithelial Tumours of Major Salivary Glands and Salivary Gland Type Tumd@usvival by Sex
N Observed Sunival Relative Survival

Males at risk 1year 3year 5year SyearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF MAJOR SALIVARY
GLANDS AND SALIVARY-GLAND TYPE
TUMOURS 657 835 67.1 54.0 [49.7;58.0]] 86.2 73.6 63.1 [58.1;67.8]
Epithelial tumours of major salivary glands 322] 832 665 519 [45.7;57.8]] 86.6 745 62.7 [55.2;69.8]
i gland type tumours of head and neck 83.8 67.7 55.8 [49.8;61.3 72.8  63.3 [56.6; 69.6
N Observed Sunvval Relative Survival

atrisk 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF MAJOR SALIVARY
GLANDS AND SALIVARY-GLAND TYPE

TUMOURS 370 87.0 743 66.8 [61.3;71.6]] 89.0 788 73.3 [67.3;78.6]
Epithelial tumours of major salivary glands 266 86.1 728 65.7 [59.2;71.4]] 882 77.3 724 [65.3;78.7]
Salivary gland type tumours of head and neck 104] 894 781 69.6 [58.6;78.1]] 91.1 823 754 [63.6;84.7]

1 Prognosis is much better in females compared with males, with a differencgdargelative
survival of more than 10%.

3.4.3 Survival by Stage

Figurel9. Epithelial Tumours of Major Salivary Glands and Salivary Gleypge Tumourg, Relative Survival by Stage

Epithelial Tumours of Major Salivary Glands and Salivary-Gland
Type Tumours

——
90 -
F 80
:.; 70 \
= \
S 60 \
2
= 50
g 40 \
> -
E 30
& 20
10
0 T T T T 1
0 1 2 3 a4 5

Survival Time (years)

| =l Il ——]Y —X

1 Prognosis depends on the stage of the disease. The relative survival between stage | and Il is
comparable.
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9 Stage IV has a much worse prognosis, withyadr relative survival of less than 35%.

Figure20. Epithelial Tumours of Major Salivary Gland and Salivary Gland Type Tumours of Head angiRé&akve
Survival by Stage
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1 Prognosis of epithelial tumours of major salivary gland and salivary gland type tumours of
head and necks comparable for stage I, II, lll and X.

1 For stage IV, prognosis is worse for epithelial tumours of major salivary glands than for the
salivary gland type tumours of head and neck.

3.4.4 Survival by Age Group

Figure21. Epithelial Tumars of Major Salivary Glands and Salivary Gland Type dunsi¢ Relative Survival by AgerGup
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1 Prognosiss inversely proportional to the age group the patient belongs to, with the worst
prognosis in the oldest age group.
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Figure22. Epithelial Tumours of Major Salivary Gland and Salivary Gland Type Tungdresative Survival byAge Group
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9 Difference in survival between the different age groups is more pronounced in the group of
the epithelial tumours of major salivary gland.

4. Epithelial Tumours of Hypopharynx and Larynx

4.1 General Results

Tablel2. Epithelial Tumours of Hypopharynx and Larynx: Incidence, Trends, Survival
Flemish Region 2001-2010 C/R Incidence Trend Survival
Both Sexes EAPC Relative Survival

R/IC N CR WSR Avg Age %  p-value Natrisk 5yr (%)

EPITHELIAL TUMOURS OF HYPOPHARYNXAND

LARYNX C | 469 7.72 4.44 64 -1.5 0.127 4,172 55.9
Squamous cell carcinoma with variants of
hypopharynx R | 1,016 167 1.06 60| 1.2 0.545, 900 28.8
Squamous cell carcinoma with variants of larynx R | 3611 594 3.33 65 -2.5 0.010 3,215 63.8

Relative survival

CR WSR Avg Age N atrisk  5yr (%
EPITHELIAL TUMOURS OF HYPOPHARYNX AND

LARYNX C | 4166 13.89 8.15 64 -2.7 0.008 3,713 56.2
Squamous cell carcinoma with variants of
hypopharynx R 880 293 1.87 60| 0.4 0.821, 785 28.4
Squamous cell carcinoma with variants of larynx C | 3,231 10.77 6.18 65 -3.5 <0.001] 2,882 64.0

EAPC Relative survival

CR WSR Avg Age: % p-value Natrisk 5yr (%

EPITHELIAL TUMOURS OF HYPOPHARYNXAND

LARYNX R 530 1.72 0.98 64 0.2 0.891 459 53.8
Squamous cell carcinoma with variants of
hypopharynx R 136 0.44 0.26 62 4.3 0.198 115 31.6
Squamous cell carcinoma with variants of larynx R 380 1.23 0.70 64 -0.6 0.740 333 61.8

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

4.2 Incidence

1 4,696 new epithelial tumours of hypopharynx and larynx are diagnosed iRl¢neish Region
between 2001 and 2010.
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This group consists of two major entities based on primary site: hypopharynx and larynx.
Larynx is the most commonly affected subsite, only one out of five male and one out of four
female diagnoses originated from tihgpopharynx.

The majority of the diagnoses are males, the male/female ratio is 7.1 for hypopharyngeal
tumours and 8.8 for laryngeal cancer.

Figure23. Epithelial Tumours of Hypopharynx: Age Specific Incidence Rate by Subloaatisktales and Females
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The incidence rates for hypopharyngeal cancers increase rapidly from the age of 40 years
until a peak is reached around the age of 55 yebhereafter, incidence rates decrease
rapidly with age.

Figure24. Epithelial Tumours of Larynx: Age Specific Incidence Rate by Sublocalisation, Males and Females
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The incidence rates for laryngeal cancer increase from the age of 40 years in males and
females.

In males the increase for glottic cancer is higher tharstgraglottic cancer.

Female glottic and supraglottic cancer rates are more comparable, especially in the younger
age groups.
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Figure25. . Squamous Cell Carcinoma with Variants of Hypopharynx and Larynx: Stage Distribut®exby
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1 The majority of hypopharyngeal cancers are stage IV when diagnosed, with a much higher
percentage of this prognostic worse stage in males than in females.

9 Laryngeal cancer has a prognostic more favourable stage distribution than hypopharyngeal

cance.

About one out of four laryngeal tumours in males and females are diagnosed in stage |.

For laryngeal cancer, stage IV tumours are proportionally more frequent in females (40%)

than in males (30%).

= =4

4.3 Trends

Figure26. SquamousCell Carcinoma with Variants of Hypopharynx and Larynx: Sggndadised Incidence Rates by Sex
(three years moving average)
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1 No trend is observed for hypopharyngeal cancers in males, in females the rates increase
with 4% each year but the trend is ngignificant.
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1 Laryngeal cancer decreases significantly with 3.5% per year for males but no trend is
observed for females.

Figure27. Squamous Cell Carcinoma with Variants of Hypopharynx and LarynxStagedardised Incidence Ratey ISex
and Age Group (three years moving average)
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1 Incidence rates for hypopharyngeal cancer decrease in males of between 40 and 59 years
with 2.4% (p = 0.322), and increase with 4.8% (p = 0.058) in males of 60 years and older .
1 Hypopharyngeal cancer iarhales shows no trend for patients between 40 and 60 years. For
patients of 60 years and older, a significant increase is observed (EAPC = 11.9% [0.035]).
1 In males from the age group 4 years, incidence rates for laryngeal cancer decrease
significantlywith 6.3% (p = 0.000). The rates for males older than 60 years of age decrease
with 1.4% (p = 0.100).
1 Laryngeal cancsdecrease in females between 40 and 59 years (EARQ% [p = 0.308]).
No trend is observed for females over 60 years (EAPC = 0:8%1p5]).

4.4 Survival
441 Overall Survival

Tablel13. Epithelial Tumours of Hypopharynx and LarygOverall Survival
N Observed Sunival Relative Survival
atrisk 1year 3year 5year 10year 5yearCl 1year 3year 5year 10year 5 yearCl

EPITHELIAL TUMOURS OF HYPOPHARYNXAND

LARYNX 4,172 80.1 599 49.2 328 [47.5;50.8]] 820 645 559 439 [54.1;57.7]
Squamous cell carcinoma with variants of
hypopharynx 900 67.7 374 266 135 [235;29.8]] 687 39.2 288 16.2 [255;32.2]
Squamous cell carcinoma with variants of
larynx 3,215] 840 66,5 556 381 [53.8;57.4]] 862 719 638 51.7 [61.7;6509]

1 Patients with a squamous cell carcinoma of the hypopharynx have a much worse prognosis
than patients with a squamous telarcinoma of the larynx {gear relative survival: 28.8%
versus 63.8%).
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4.4.2 Survival by Sex

Tablel4. Epithelial Tumours of Hypopharynx and LarygSurvival by Sex

N Obsened Sunival Relative Survival
WEES atrisk 1year 3year 5year 5yearCl 1lyear 3year S5year 5yearCl
EPITHELIAL TUMOURS OF HYPOPHARYNXAND
LARYNX 3,713] 80.3 60.1 49.1 [47.4;50.8]] 822 649 56.2 [54.2;58.1]
Squamous cell carcinoma with variants of
hypopharynx 785 68.2 375 26.2 [22.9;29.6]] 69.2 39.3 284 [24.8;32.1]
Squamous cell carcinoma with variants of
larynx 2,882 839 66.5 555 [53.5;57.4 86.2 722 64.0 [61.8;66.2

N Obserned Sunival Relative Survival

atrisk 1year 3year 5year S5yearCl 1lyear 3year 5year 5 year Cl

EPITHELIAL TUMOURS OF HYPOPHARYNXAND

LARYNX 459] 789 58.2 49.6 [44.6;54.5]| 80.1 61.1 53.8 [48.4;59.0]
Squamous cell carcinoma with variants of
hypopharynx 115 64.4 36.8 29.5 [20.9;38.6]] 652 385 31.6 [22.4;41.3]
Squamous cell carcinoma with variants of
larynx 333] 850 66.3 57.0 [51.0;62.5]] 86.3 69.6 61.8 [55.4;67.9]

9 Survival rates for epithelial tumours of hypopharynx and larynxcameparable between
males and females.

4.4.3 Survival by Stage

Figure28. Epithelial Tumours of Hypopharynx and LarygRelative Survival by Stage
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1 Relative survival depeis on the stage of the diseadsest prognosis is seen @tage | and
worst in stage IV.

1 The 5year relative survival of stage IV disease is about 30%.
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Figure29. Squamous Cell Carcinoma with Variants of Hypopharynx and LagyRelative Survival by Stage
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* Survival of Stage | is nehown because the number at risk is smaller than 35.

1 For each of the analysed stages, prognosis is better for laryngeal cancer than for
hypopharyngeal cancer.

4.4.4 Survival by Age Group

Figure30. Epithelial Tumours of Hypopharynx andirynxc Relative Survival by Age Group
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1 Prognosis is comparable between the different age groups.

Belgian Cancer Registry



Figure31. Squamous Cell Carcinoma with Variants of Hypopharynx and LagyRelative Survival by Age Group
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1 For bothhypopharyngeal and laryngeal cancer, survival hardly differs between the different

age groups.
5. Epithelial Tumours of Oropharynx

5.1 General Results

Tablel5. Epithelial Tumours of Oropharynx: Incidence, Trends, Survival
Flemish Region 2001-2010 Incidence Trend Survival

Both Sexes Relative Survival
CR WSR Avg Age N at risk 5yr (%)
EPITHELIAL TUMOURS OF OROPHARYNX R | 2,465 4.05 2.53 61 3.8 0.007 2,163 44.5
Squamous cell carcinoma with variants of

oropharynx 3.98 249 . 0.005] 2,127 44.8

Relative survival

CR WSR Avg Age N atrisk  5yr (%

EPITHELIAL TUMOURS OF OROPHARYNX C| 1,915 6.39 4.04 60| 3.2 0.020 1,684 41.4
Squamous cell carcinoma with variants of

oropharynx C| 1,878 6.26 3.97 60| 3.4 0.015 1,655 41.7

Relative survival

CR WSR Avg Age Natrisk 5yr (%

EPITHELIAL TUMOURS OF OROPHARYNX R 550 1.79 1.09 62 5.7 0.011 479 55.7
Squamous cell carcinoma with variants of

oropharynx R 540 1.75 1.07 62 6.0 0.007 472 56.0

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

5.2 Incidence

1 2,465new epithelial tumours of oropharynx are diagnosed in the Flemish Region between

2001 and 2010.
The male/female ratio is 3.7.
98.5% of the cancers are squamous cell carcinoma variants.

= =4
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Figure32. Squamous Cell Carcinoma with Vamts of Oropharynx: Age Specific Incidence

Squamous Cell Carcinoma with Variants of Oropharynx: Age Specific Incidence
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91 Incidence rates increase rapidly from the age of 40 years in males and 45 years in females.
1 After the age of 60 years, incidence rates decrease.

Figure33. Squamous Cell Carcinoma wittariants of Oropharynx: Stage Distribution by Sex
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1 Information on stage is available in 85% of the diagnoses, mainly due to the high occurrence
of clinical stage information (>80%). Pathological staging is only available in one out of three
diagnoses.

1 Males have a slightly worse stage distribution: 60% of tumours in males and 50% in females
is stage IV at time of diagnosis.
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5.3

Trends

Figure34. Squamous Cell Carcinoma with Variants of Oropharynx: Age Standardised Incidence by Sex
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1 Significant increases in incidence rates are observed in males and females, the rates annually

increase respectively with 3.4% and 6.0%.

Figure35. Squamous Cell Carcinoma with Variants of Oropharynx: Age Standardised Incideregeb@roup, Males and
Femdes (three years moving averayje
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Incidence rates for tumours diagnosed between the age of 30 and 49 years decrease in males
(EAPC =1.6% [p = 0.382]) and females (EARZ.$%0 [p = 0.085]).
In the other age groups, significaintreases in incidence rates are observed for males and
females.

0 Age group 5@9: males = 4.3% (p = 0.012¢males = 8.5% (p = 0.001)

0 Age group 70+: males = 5.1% (p = 0.0X8nales = 7.7% (p = 0.012)
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5.4 Survival

5.4.1 Overall Survival

Tablel6. Epithelial Tumours of OropharynxOverall Survival

N Obsenved Sunival Relative Sunival
atrisk 1year 3year S5year 10year 5yearCl 1year 3year S5year 10year 5 yearCl
EPITHELIAL TUMOURS OF OROPHARYNX 2,163 74.6 511 410 224 [38.7;43.2)| 757 535 445 27.2 [42.0;46.9]
Squamous cell carcinoma 2,127] 751 514 41.3 225 [39.0;43.6]] 763 539 448 27.2 [42.3;47.3]

9 Prognosis of oropharyngeal cancer is rather poor, withyadr relative survival of less than
50%.

5.4.2 Survival by Sex

Tablel7. Epithelial Tumours of OropharynxSurvival by Sex

N Obsened Survival Relative Survival
at risk 1 year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF OROPHARYNX 727 483 37.8 [35.3;40.4]] 739 50.8 41.4 [38.6;44.1]
Sqguamous cell carcinoma 1,655 73.4 48.8 38.2 [35.7;40.8 74.6 51.3 41.7 [38.9;44.5
N Obsened Sunival Relative Survival
at risk 1year 3year 5year S5yearCl 1lyear 3year 5year 5 year Cl
EPITHELIAL TUMOURS OF OROPHARYNX 81.0 608 524 [47.3;57.2]] 820 63.0 557 [50.3;60.8]
Squamous cell carcinoma 811 609 527 [47.6;57.5]] 821 63.0 56.0 [50.6;61.1]

9 Prognosis is much better for females than for males, with a difference of almost 15% in

5-year relative survival. This difference is present from the first year but becomes larger with
increasing time interval.

5.4.3 Survival by Stage

Figure36. Epithelial Tumours of OropharyrnxRelative Survival by Stage

Epithelial Tumours of Oropharynx
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Survival Time (years)
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1 Lower stages of the disease are associated with better prognosis and survival.
1 The worst prognosis is seen in stage IV of oropharyngeal cancer.
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Figure37. Squamous Cell Carcinoma of OropharyriXelative Survival by Stage
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1 Because almost all patients with an epithelial tumour of the oropharynx are diagnosed with a
squamous cell carcinoma, survival by stage is very similar teeshdts for all epithelial
tumours of the oropharynx together.

5.4.4 Survival by Age Group

Figure38. Epithelial Tumours of OropharynxRelative Survival by Age Group
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9 Survival is comparable between the different age groups, wittnigeld benefit for the 2
youngest age groups{® and 5564 years).
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Figure39. Squamous Cell Carcinoma of OropharyriRelative Survival by Age Group
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1 Because almost all patients with an epithelial tumour of the oropharynx iagndsed with a
squamous cell carcinoma, survival by age group is very similar to the results for all epithelial
tumours of the oropharynx together.

6. Epithelial Tumours of Oral Cavity and Lip

6.1 General Results

Table18. EpithelialTumours of Oral Cavity and Lip: Incidence, Trends, Survival
Flemish Region 2001-2010 Incidence Trend Survival

Both Sexes EAPC Relative Survival
CR WSR Avg Age % p-value Natrisk  5yr (%)
EPITHELIAL TUMOURS OF ORAL CAVITY AND LIP R | 3,403 560 3.27 63| -1.1 0.366 3,044 55.1
Squamous cell carcinoma with variants of oral cavity | R | 2,884 4.74 2.89 61 0.0 0.988| 2,573 49.9
Squamous cell carcinoma with variants of lip R 484 0.80 0.35 71 -7.0 0.015] 439 86.4

EAPC Relative survival
CR WSR Avg Age % p-value Natrisk  5yr (%

EPITHELIAL TUMOURS OF ORAL CAVITY AND LIP C | 2,464 822 501 62| 2.1 0.101] 2,197 53.9
Squamous cell carcinoma with variants of oral cavity | C | 2,064 6.88 4.35 60 -0.9 0.438| 1,835 48.0
Sqguamous cell carcinoma with variants of lip R 373 1.24 0.61 71 -7.4 0.021] 338 86.5

Females Relative survival

WSR Avg Age: Natrisk  5yr (%

EPITHELIAL TUMOURS OF ORAL CAVITY AND LIP R 939 3.05 1.61 66 1.8 0.379] 847 58.4
Squamous cell carcinoma with variants of oral cavity | R 820 2.66 1.46 65 3.0 0.194] 738 54.9
Squamous cell carcinoma with variants of lip R 111 0.36 0.14 74 -7.0 0.073 101 86.1

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

AvgAge: average age at diagnosis

6.2 Incidence

1 3,403 new epithelial tumours of oral cavity and lip are diagnosed in the Flemish Region
between 2001 and 2010.

1 More males are diagnosed than females (M/F ratio = 3.1). The male todeatal for lip
cancer (4.3) is higher than for oral cavity (3.0).

1 RARECARE differentiates between squamous cell carcinoma of lip and squamous cell
carcinoma of oral cavity.

52

Belgian Cancer Registry



o In males, oral cavity cancer in Belgium can be considered as a common entity
(>6/100,000).
0 Squamous cell carcinoma of the lips is rare in both sexes.

Figure40. Epithelial Tumours of Oral Cavity and Lip: Age Specific Incidence in Males and Females
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1 Squamous cell carcinoma of lip is more often diagnosed atdar age than oral cavity
cancer.

1 Incidence rates for squamous cell carcinoma of oral cavity increase rapidly between the ages
of 40 and 55 years. In males the rates then decrease to reach a plateau from the age of 65
years. In females, the incidence ratesnain stable until the age of 65 years and then
increase further.

1 Age specific lip cancer incidence rates increase gradually from the age of 55 years. In males,
the rates for lip cancer reach the rates for oral cavity cancer, in females the incidense rat
remain more than two times lower.

Figure41. Epithelial Tumours of Oral Cavity and Lip: Stage Distribution by Sublocalisation and Sex
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9 Cancers of the lip are diagnosed in an earlier stage than cancers of oral cavity.
1 Forepithelial tumours of oral cavity, males have a prognostically worse stage distribution

then females.

6.3 Trends

Figure42. Epithelial Tumours of Oral Cavity and Lips: Age Standardised Incidence by Sex (three year moving average)
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T Incidence rates for lip cancer decrease annually in males and females with approximately 7%.
9 Oral cavity cancers seem to decrease slightly in males (EAPC = 0.9%), while in females the
rates increase annually with 3%, although no significant changes agevels

Figure43. Epithelial Tumours of Oral Cavity: Agtandardised Incidence in Males and Females (three year moving

average)

Oral cavity: age-standardised incidence (WSR) in males , Flemish Region 2001-
2010
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1 In the age group 389 years, a significant annual decrease with 7% (p = 0.017) is observed
for maks. In females the rates decrease with 1%, but the trend is not significant (p = 0.769).

1 The male incidence rates for the age group70years are higher than for patients of 75
years and older. In the latter age group, an increasing trend (EAPC = 204dlTd]¥is
observed, while the rates remain stable in the age grofys@ears (EAPC = 0%).

1 Infemales, a nossignificant increase in incidence rates is observed in both age groug (50

years: EAPC = 3% [p = 0.258] and 75+ years: EAPC = 1% [p = 0.717]).
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6.4 Survival

6.4.1 Overall Survival

Tablel19. Epithelial Tumours of Oral Cavity and Li@verall Survival
Observed Survival

N

Relative Survival

atrisk 1year 3year 5year 10 year

EPITHELIAL TUMOURS OF ORAL CAVITY AND
LIP
Squamous cell carcinoma with variants of oral
cawity
Squamous cell carcinoma with variants of lip

2,573

78.3

76.2
91.6

59.1

55.9
78.6

S5year Cl 1year 3year 5year 10year 5 yearCl
487 312 [46.8;50.6]] 80.2 635 551 414 [53.0;57.2]
455 296 [43.4:47.6]] 77.7 591 499 36.3 [47.7;52.2]
67.0 401 [62.0;71.4]] 964 914 864 713 [80.0;92.1]

1 Survival rates of epithelial tumours of the oral cavity an lip are moderate, withesb
relative survival of approximately 55%.
I There is a pronounced difference in survival between the oral cavity, with a much worse

prognosis, and the lips.

1 The 5year relative survival of squamous cell carcinoma of lips is more than 85%.

6.4.2 Survival by Sex

EPITHELIAL TUMOURS OF ORAL CAVITY AND
LIP
Squamous cell carcinoma with variants of oral
cavity
Squamous cell carcinoma with variants of lip

N

2,197

1,835

Table20. EpithelialTumours of Oral Cavity and LiBurvival by Sex

at risk 1 year 3year 5year

78.7

76.5
91.4

Obsened Sunival
5year Cl

58.7 47.9 [45.6;50.0]

55.0 44.1 [41.6; 46.5]
79.5 67.5 [61.9;725
Observed Sunival

Relative Survival
1year 3year 5year 5year Cl

80.5 629 539 [51.4;56.4]

77.8  57.8  48.0 [45.3;50.6]
92.3 86.5 [79.3;92.9

Relative Survival

EPITHELIAL TUMOURS OF ORAL CAVITY AND
LIP
Squamous cell carcinoma with variants of oral
cavity
Squamous cell carcinoma with variants of lip

1 Prognosis is slightly better in females than males. This difference in survival becomes larger

847

738

101

with longer observation interval.
i The pronounced poorer survival for oral cavity cancers in comparisonigvitarcers is also
observed in the male and female subpopulation.
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1year 3year 5year

77.2

75.4
92.1

5year Cl

59.9 51.0 [47.4;54.5]
58.1 49.2 [45.3;53.0]
75.4  65.4 [54.5;74.2]

1year 3year 5year

5year Cl

795 652 584 [54.3;62.5]
773 623  54.9 [50.7;59.2]
97.2 834 86.1 [71.8;97.7]

55



6.4.3 Survival by Stage

Figure44. Epithelial Tumours of Oral Cavity and LiRelative Survival by Stage
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1 Prognosis is highly dependent on the stage at diagnosis.
1 Survival varies between aygar relative survival of 80% for stage | diseases, to a little more

than 30% in stage IV diseases.

Figure45. Squamous Cell Carcinoma of Oral Cavity and Rplative Survival by Stage
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* Survival 6 Stage Il and IV is not shown because the number at risk is smaller than 35.

1 The survival by stage for squamous cell carcinoma with variant of oral cavity is comparable to
the results for all epithelial tumours of oral cavity and lip together.

1 Survival ér lip cancers is markedly better than for tumours of the oral cavity. Fyesb
relative survival for stage | disease is about 90% and for stage Il almast 75%
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6.4.4 Survival by Age Group

Figure46. Epithelial Tumours of Oral Cavity drLip- Relative Survival by Age Group
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1 There are no pronounced differences in survival between the different age groups.
1 The youngest age group-82 years) has a slightly better prognosis, with a relative 5 year

survival of 70%.

Figure47. Squamous Cell Carcinoma of Oral Cavity and Rplative Survival by Age Group
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1 Compared with all epithelial tumours of oral cavity and lip togethea| cavity cancers have
more pronounced differences in survival betwede different age groups.

1 Inlip cancer, the age group32 years with lipcancer has the best prognosis. The prognosis
of the age group 5%9 years and 70 years and older is comparable.
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1. Epithelial Tumours of Oesophagus

1.1 General Results

Table21. Epithelial Tumours of Oesophagus: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival
R/IC N CR WSR Avg Age %  p-value N atrisk 5yr (%)
EPITHELIAL TUMOURS OF OESOPHAGUS C| 4938 812 4.29 67, 0.3 0.711 4,249 23.6
Squamous cell carcinoma with variants of
oesophagus R| 2350 3.87 217 65| -1.3 0.080 1,965 19.7
Adenocarcinoma with variants of oesophagus R| 2,442 4.02 2.00 68 1.9 0.202, 2,152 27.3
Salivary gland type tumours of oesophagus R 9 0.01 o0.01 64 * * 8 *
Undifferentiated carcinoma of oesophagus R 34 0.06 0.03 68 * * 31 *
EAPC Relative survival
I\ CR WSR Avg Age % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF OESOPHAGUS C| 3,799 12.67 7.18 66 -0.9 0.202 3,253 23.6
Squamous cell carcinoma with variants of
oesophagus R] 1,682 561 3.35 64 -2.7 0.005 1,398 18.1
Adenocarcinoma with variants of oesophagus C| 2,010 6.70 3.65 67 1.5 0.235] 1,757 28.1
Salivary gland type tumours of oesophagus R 8 0.03 0.02 65 * * 8 *
Undifferentiated carcinoma of oesophagus R 22 0.07 0.04 68 * * 22 *
Females EAPC Relative survival
R/C N CR WSR Avg Age: % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF OESOPHAGUS R| 1,139 370 1.63 71 1.3 0.390 996 23.6
Squamous cell carcinoma with variants of
oesophagus R 668 2.17 1.06 68 1.4 0.273 567 24.0
Adenocarcinoma with variants of oesophagus R 432 1.40 0.52 74 2.2 0.523 395 23.4
Salivary gland type tumours of oesophagus R 1 0.00 0.00 55 * * 0 —
Undifferentiated carcinoma of oesophagus R 12 0.04 0.02 69 * * 9 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

1.2 Incidence

1 4,938 new epithelial tumours of oesophagus are diagnosed in the Flemish Regioeebet
2001 and 2010.
M The male/female ratio is 4.4.
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Table22. Epithelial Tumours of Oesophagus: Morphological Distribution by Localisation.

Primary site Squamous cell ~ Adenocarcinoma Salivary gland type Undifferentiated
Cenvical oesophagus 64 2.7% 8 0.3% 1 11.1% 0 0.0%
Thoracic oesophagus 29 1.2% 11 0.5% 0 0.0% 0 0.0%

Abdominal oesophagus 2 0.1% 15 0.6% 0 0.0% 0 0.0%
Upper third of oesophagus 221 9.4% 24 1.0% 0 0.0% 1 2.9%
Middle third of oesophagus 425 18.1% 78 3.2% 2 22.2% 1 2.9%
Lower third of oesophagus 392 16.7% 1114 45.6% 1 11.1% 5 14.7%

Oesophagus, NOS 1217 51.8% 1192 48.8% 5 55.6% 27 79.4%

9 Four histological entities are considered in the RARECARE list:

0 Squamous cell carcinoma tise most frequent entity in females. The majority of
cases in both sexes originate from the middle and lower third of the oesophagus.

o0 In males more adenocarcinoma are diagnosed than squamous cell carcinoma. 90% of
the adenocarcinoma with a specified pringasite is found at the lower third of the
oesophagus.

o Only 9 diagnoses of salivary gland type tumours of oesophagus are registered in the
Flemish Region.

0 Undifferentiated carcinomas account for 34 diagnoses.

Figure48. EpithelialTumours of Oesophagus: Age Specific Incidence by Histology and Sex
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1 Incidence rates in males increase from the age of 40 years old. This increase is similar for
both major subtypes until the age of 65 years old, when the rates for adenocarcinoma
increasefurther with age while squamous cell carcinoma rates decrease.

1 Female adenocarcinomas start to increase at a later age than squamous cell carcinoma. From
the age of 75 years, the rates for both histology groups are more comparable.
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Figure49.

Epithelial Tumours of Oesophagus: Stage Distribution by Histology and Sex
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1 Stage distribution is similar for both sexes and both histological entities.
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1.3 Trends

Figure50. Adenocarcinoma anddtiamousCell Carcinoma with Variants of Oesophagus: ARjandardised Incidence by

Sex
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9 Incidence rates for males show a significant decrease for squamous cell carcinoma in the
period 20032010. This significant decrease can only be observed for patigtigeen 40
and 59 years old (EAPC77% [p = 0.004]) and for patients of 75 years and older (EAPC =
4.7% [p = 0.024]). For the age group®Dyears, the incidence rates increase annually with
2.2% (p = 0.096).

1 Adenocarcinoma incidence rates increase ritales of 60 years and older (age group780
EAPC = 3.2% [p = 0.036]; age group 75+: EAPC = 3.2% [p = 0.091]). For the age5§roup 40
years the rates seems to decrease (EAPCA%6 [p = 0.545]).

1 Infemales, squamous cell carcinomas show no trenddtiepts between 40 and 59 years of
age (EAPC = 0.1% [p = 0.949]) and asmgmificant increase for the older age groups (age
group 6074: EAPC = 2.7% [p = 0.181]); age group 75+: EAPC = 3.6% [p = 0.186]).

1 The incidence rates for adenocarcinoma in fematesease primarily in the age group 75+
(EAPC = 3.8% [p = 0.126]). The rates for the other age groups remain more stable (age group
40-59: EAPC = 0.5% [p = 0.948]; age groupBEAPC = 0.7% [p = 0.844]).

Age group 75+ Age group 40-59  —=—Age group 60-74 Age group 75+
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1.4 Survival

1.4.1 Overall Survival

Table23. Epithelial Tumours of Oesophagg®verall Survival
N Obsenved Sunvival Relative Survival

atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
EPITHELIAL TUMOURS OF OESOPHAGUS 4,249 51.6 27.3 20.8 14.0 [19.6; 22.2] 53.1 29.5 23.6 18.2 [22.1; 25.1]
Squamous cell carcinoma 1,965 49.0 243 179 11.0 [16.2;19.8]] 50.1 258 19.7 13.7 [17.8; 21.8]
Adenocarcinoma with variants 2,152] 548 30.3 236 17.1 [21.7;25.5]| 56.6 33.1 27.3 22.8 [25.1;29.5]
Salivary gland type tumours 8 * * * * * * * * * *
Undifferentiated carcinoma 31 * * * * * * * * * *

1 Survival of oesophageal cancer rapidly decreases after diagnosis, with nearly half of the
patients dying within one year after diagnosisy@dar observed survival: 51.6%;yéar
relative surwal: 53.1%).

9 Survival rates further diminish to a 4@ar observed survival of 14.0% and ay&@r relative
survival of 18.2%.

9 Although prognosis is low for all types of epithelial tumours of the oesophagus,
adenocarcinoma have a remarkably better progadlhan squamous cell carcinoma with-10
year relative survival rates equal to 22.8% and 13.7%, respectively.

1.4.2 Survival by Sex

Table24. Epithelial Tumours of OesophagygsSurvival by Sex
N Obsened Sunival Relative Survival
WEES atrisk 1year 3year 5year 5yearCl 1lyear 3year S5year 5yearCl

EPITHELIAL TUMOURS OF OESOPHAGUS 3,253 52.6 27.2 20.9 [19.4; 22.4] 54.1 29.3 23.6 [21.9; 25.3]
Squamous cell carcinoma 1,398] 49.0 226 16.4 [14.4;185]] 50.1 240 181 [15.9;20.4]
Adenocarcinoma with variants 1,757 56.4 311 245 [22.4;26.7]] 581 33.8 28.1 [25.7;30.6]
Salivary gland type tumours 8 * * * * * * * *

*| * * * *

22 * * *

Undifferentiated carcinoma

N Obsened Sunival Relative Sunival
atrisk 1year 3year 5year 5year CI 1year 3year 5year 5 year Cl
EPITHELIAL TUMOURS OF OESOPHAGUS 996] 48.4 28.0 20.8 [18.2; 23.5] 50.0 30.3 23.6 [20.7; 26.8]
Squamous cell carcinoma 567] 49.0 287 219 [18.4;25.6]] 50.2 30.3 24.0 [20.1;28.0]
Adenocarcinoma with variants 395 479 270 195 [155;23.9]] 499 30.2 234 [18.6; 28.6]
Salivary gland type tumours 0 - - - L - - - -
Undifferentiated carcinoma 9 * * * * * * * *

1 Survival differs between males and females floe different histological subtypes. In line
with other publications [1], survival benefit for adenocarcinoma over squamous cell
carcinoma can be observed in malesyéar relative survival rates of 28.1% versus 18.1%). In
females however, a slightly Higr survival for squamous cell carcinoma compared with
adenocarcinoma is noted {fear relative survival of 24.0% for squamous cell carcinoma
versus 23.4% for adenocarcinoma).
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1.4.3 Survival by Age Group

Figure51. Epithelial Tumours o©esophagug Relative Survival by Age Group
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9 Survival is comparable between the age grougs®@ears and 6J4 years old, but lower for

the patients of 75 years and older.

Figure52. Squamous Cell Carcinoma and Adenocarcinom@e$ophagus, Relative Survival by Age Group
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1 Survival is lower for squamous cell carcinoma than for adenocarcinoma in all age groups.
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1.4.4 Survival by Stage.

Figure53. Epithelial Tumours of OesophagasRRelative Survival by Stage
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Survival highly depends on the stage at diagnosis.
Patients diagnosed with a stage | tumour haveya8r relative survival of about 75%.
Prognosis is worst for patients diagnosed with a stage IV tumour, for whom survival declines

from 35.9% one year aftaliagnosis to afyear relative survival of only 5.1%.

Figure54. Squamous Cell Carcinoma and Adenocarcinoma of Oesophafedative Survival by Stage and Histology
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1 Prognosis of Stage | tumours is remarkably worse for squamelusarcinoma compared to

adenocarcinoma of the oesophagus.

9 Survival for patients diagnosed with a Stage Il and IV tumour is almost similar for squamous

cell carcinoma and adenocarcinoma.
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2. Epithelial Tumours of Stomach

2.1

General Results

Table25. Epithelial Tumours of Stomach: Incidence, Trends, Survival

Flemish Region 2001-2010

Incidence

Trend

Survival

Both Sexes EAPC Relative Survival
R/C N CR WSR Avg Age p-value N atrisk 5yr (%)
EPITHELIAL TUMOURS OF STOMACH C| 7,886 12.97 571 72 -1.7 0.004 6,999 27.4
Adenocarcinoma with variants of stomach Cc| 7,630 1255 5.53 72 -1.7 0.008| 6,773 27.5
Squamous cell carcinoma with variants of
stomach R 30 0.05 0.03 66| * * 27 *
Salivary gland-type tumours of stomach R 14 0.02 o0.01 75 * * 12 *
Undifferentiated carcinoma of stomach R 40 0.07 0.03 70l -10.6 0.199 37 17.7
Males EAPC Relative survival
R/C N CR WSR Avg Age % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF STOMACH C | 4,998 16.67 8.33 71 -2.1 <0.001 4,371 26.4
Adenocarcinoma with variants of stomach C| 4847 16.16 8.08 71 -1.7 <0.001 4,239 26.6
Squamous cell carcinoma with variants of
stomach R 18 0.06 0.04 62 * * 17 *
Salivary gland-type tumours of stomach R 8 0.03 0.01 78 * * 7 *
Undifferentiated carcinoma of stomach R 27 0.09 0.05 68 * * 25 *
Females EAPC Relative survival
R/C I\ CR WSR Avg Age: % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF STOMACH C| 2,888 9.37 352 74 2.3 0.082] 2,628 29.1
Adenocarcinoma with variants of stomach C| 2,783 9.03 3.40 74 -2.3 0.109 2,534 29.0
Squamous cell carcinoma with variants of
stomach R 12 0.04 0.01 73 * * 10 *
Salivary gland-type tumours of stomach R 6 0.02 0.01 70 * * 5 *
Undifferentiated carcinoma of stomach R 13 0.04 0.02 75 * * 12 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

2.2 Incidence
1 7,886 new epithelial tumours of stomach are diagnosed in the Flemish Region between 2001
and 2010.
1 The male/female ratio is 2.4.
1 RARECARE defines fdifferent entities:
o The very common adenocarcinomas represent 97% of the epithelial stomach
tumours and are not considered as rare cancers.
0 Squamous cell carcinoma is less common and primarily diagnosed at the cardia.
0 14 diagnoses of salivary gland typentours are registered between 2001 and 2010.
o Undifferentiated carcinoma represents 40 new cases
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Figure55. Rare Epithelial Tumours of Stomach: Age Specific Incidence by Histological Subtype

Rare Epitheli of Age Specific Inci by Entity, both Sexes
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1 Under the age of 60 years, the squamsoeell carcinomas are the most common of the rare
stomach cancer entities.

1 The age specific incidence rates for undifferentiated carcinomas increase from the age of 50
years old. The increase continues with age and in the elderly (age group 80+) thisgkisto
type is twice as common as the other 2 rare entities.

9 Salivary gland type tumours increase from the age of 60 years.

2.3 Survival

2.3.1 Overall Survival

Table26. Epithelial Tumours of StomaahOverall Survival

N Obsenved Sunvival Relative Survival
atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
EPITHELIAL TUMOURS OF STOMACH 6,999] 495 271 21.8 144 [20.8;228]] 51.8 311 274 236 [26.1;28.7]
Adenocarcinoma with variants 6,773] 50.0 27.3 21.9 14.2 [20.8;22.9]] 524 31.3 275 23.2 [26.2;28.8]
Squamous cell carcinoma with variants 27 * * * * * * * * * *
Salivary gland-type tumours 12 * * * * * * * * * *
Undifferentiated carcinoma 371 243 151 151 - [6.6;29.0]] 253 174 177 - [6.8;33.4]

1 Survival is low fopatients diagnosed with an epithelial tumour of the stomach. One year
after diagnosis, half of the patients has already diegdar observed survival: 49.5%yéar
relative survival: 51.8%).

1 Relative survival decreases to 23.6% after ten years of faljpw
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2.3.2 Survival by Sex

Table27. Epithelial Tumours of StomaahSurvival by Sex

N Obsenved Survival Relative Sunival
at risk 1year 3year 5year S5yearCl 1lyear 3year 5year 5 year Cl
EPITHELIAL TUMOURS OF STOMACH 4,371 50.7 26.7 21.0 [19.8;22.3]] 53.0 30.5 26.4 [24.8;28.0]
Adenocarcinoma with variants 4,239] 51.3 27.0 21.2 [19.9;225]] 53.6 30.8 26.6 [25.0;28.3
Squamous cell carcinoma with variants 17 * * * * * * * *
Salivary gland-type tumours 7 * * * * * * * *
Undifferentiated carcinoma 25 * * * * * * * *
Obsened Survival Relative Survival
1lyear 3year 5year S5yearCl 1lyear 3year 5year 5 year Cl
EPITHELIAL TUMOURS OF STOMACH 2,628 47.4 278 23.0 [21.4;24.7]] 49.8 32.0 29.1 [27.0;31.3]
Adenocarcinoma with variants 2,534 48.0 279 23.0 [21.3;24.8]] 50.3 32.1 29.0 [26.9;31.2]
Squamous cell carcinoma with variants 10 * * * * * * * *
Salivary gland-type tumours 5 * * * * * * * *
Undifferentiated carcinoma 12 * * * * * * * *

1 Fiveyear relative survival is higher in females than males (29.1% and 26.4%).

3. Epithelial Tumours of Small Intestine

3.1 General Results

Table28. Epithelial Tumours of Small Intestine: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival
RIC N CR WSR Avg Age %  p-value N atrisk 5yr (%)
EPITHELIAL TUMOURS OF SMALL INTESTINE R 462 0.76 0.34 71] -3.0 0.191 381 36.4
Adenocarcinoma with variants of small intestine R 426 0.70 0.31 71 -1.8 0.370 349 34.9
Squamous cell carcinoma with variants of small
intestine R 4 0.01 0.00 60| * * 2 *
Males EAPC Relative survival
R/C N CR WSR Avg Age: % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF SMALL INTESTINE R 260 0.87 0.43 70 -2.4 0.411] 205 36.4
Adenocarcinoma with variants of small intestine R 241 080 0.39 71 -1.5 0.595 190 33.9
Squamous cell carcinoma with variants of small
intestine R 3 0.01 0.01 60| * * 1 *
Females EAPC Relative survival
R/C N CR WSR Avg Age: % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF SMALL INTESTINE R 202 0.66 0.26 72| -4.8 0.234 176 35.9
Adenocarcinoma with variants of small intestine R 185 0.60 0.24 72 -3.3 0.413 159 35.4
Squamous cell carcinoma with variants of small
intestine R 1 0.00 0.00 61] * * 1 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

3.2 Incidence

1 462 new epithelial tumours of small intestine are diagnosed in the Flemish Region between
2001 and 2010.

M The male/female ratio is 1.6.

1 RARECARE defines two défarentities:
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o The very common adenocarcinomas represent 92% of the epithelial small intestine
tumours.

0 Squamous cell carcinoma accounts for only 4 cases of small intestine carcinomas,
registered at the small intestine between 2001 and 2010 in the FlenggloR

Figure56. Epithelial TTimours ofSmall Intestine: Age Specific Incidence by Sex

Epithelial Tumours of Small intestine: Age Specific Incidence by Sex
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1 Until the age of 50 years old, the incidence rates between males and females are very
comparable.

1 After the age of 50 years old, age spedificidence rates increases fast, with higher rates in
males than in females.

Figure57. Adenocarcinoma with Variants of Small Intestine: Stage Distribution by Sex
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1 In about one out of three adenocarcinomas, no information on etdg available.
Pathological staging-45% missing) is more available than clinical staging (~68% missing).

91 A high proportion of cancers present in advanced clinical stage, with more than 70% of males
and 60% of females diagnosed in clinical stage IM.or |
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3.3 Trends

Figure58. Adenocarcinoma with Variants of Small Intestine: Age Standardised Incidence by Sex (three year moving
average)

Adenacarcinoma with Variants of Small i g i i Yy
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1 No significant trend is observed in males nor in females

3.4 Survival

3.4.1 Overall Survival

Table29. Epithelial Tumours of Small IntestineOverall Survival
N Obsened Sunival Relative Survival

atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
EPITHELIAL TUMOURS OF SMALL INTESTINE 381 535 359 309 202 [26.1;35.8]] 556 39.6 364 29.8 [30.7;42.2]
Adenocarcinoma with variants 349] 53.0 344 294 189 [245;34.6]] 550 379 349 289 [29.0;40.9]
Squamous cell carcinoma with variants 2 * * * * * * * * * *

1 Survival decreases rapidly after diagnosis with only slightly more than half of the patients
surviving after the first year of diagnosisféar relative survival: 55.6%).
9 Thereafter, survival decreases more slowly to reach-gekl relative survival of about 30%.

3.4.2 Survival by Sex

Table30. Epithelial Tumours of Small IntestineSurvival by Sex

N Observed Sunival Relative Survival
WEIES atrisk 1year 3year 5year 5yearCl 1lyear 3year S5year 5yearCl
EPITHELIAL TUMOURS OF SMALL INTESTINE 205 54.2 36.8 304 [23.8;37.2]] 56.3 411 36.4 [28.5;44.6]
Adenocarcinoma with variants 190] 521 346 28.0 [21.3;35.1]] 543 387 339 [25.8;425]
Sqguamous cell carcinoma with variants 1 * * * * * * * *
N Obsenved Sunvival Relative Sunival
Females at risk 1year 3year 5year S5yearCl 1year 3year 5year 5 year Cl
EPITHELIAL TUMOURS OF SMALL INTESTINE 176] 52.8 34.8 31.2 [24.3;38.4]] 546 379 359 [27.9;44.1]
Adenocarcinoma with variants 159] 541 34.0 30.7 [23.4;38.3]] 558 36.9 354 [27.0;44.1]
Squamous cell carcinoma with variants 1] * * * * * * * *

1 Survival is similar for males and females at all follgpapoints.
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3.4.3 Survival by Age Group

Figure59. Epithelial Tumours of Small IntestineRelative Survival by Age Group
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9 Survival is slightly better in the age group® yearscompared with the age group 64
years, but worse for patients of 75 years and older.

Figure60. Adenocarcinoma with ¥riants of Small Intestine; Relative Survival by Age Group
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1 As almost all patients with an epithelial tumoaf small intestine are diagnosed with an

adenocarcinoma, survival by age group for the adenocarcinomas is very similar to survival of
all epithelial tumours of small intestine together.
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3.4.4 Survival by Stage

Figure61l. Epithelial Tumars of Small Intestine Relative Survival by Stage
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* Survival of Stage | is not shown because the number at risk is smaller than 35.

1 Prognosis is almost the same for patients diagnosed with a stage Il or Il canear (5
relative survival about 55%).

1 Relative survival for patients diagnosed with a tumour stage 1V cancer of the small intestine

is very poor at one year after diagnosis (26.0%) and further decreases to only 6.6% after five
years.

Figure62. Adenocarcinoma with Vidants of Small Intestine; Relative Survival by Stage

Adenocarcinoma with variants of Small Intestine*

100

s I\

€ % \ T~

R \\ T~ =

E 5 A\ - —

20N

£ 20 A\

2 T
10 \_\_
0 . : : : :

0 1 2 3 4 5

Survival Time (years)

—]l I =—— —X

* Survival of Stage | is not shown because the number at risk is smaller than 35.

9 Because almost all patients with an epithelial tumour of small intestine are diagnosed with
an adenocarcinoma, sukdl by stage for the adenocarcinomas is very similar to the survival
rates for all epithelial tumours of small intestine together.
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4. Epithelial Tumours of Colon

4.1 General Results

Table31. Epithelial Tumours of Colon: IncidencErends Survival

Flemish Region 2001-2010 Incidence Trend Survival

Both Sexes EAPC Relative Survival
N CR WSR Avg Age %  p-value N atrisk 5yr (%)
EPITHELIAL TUMOURS OF COLON C 31,504 51.82 22.90 72 0.5 0.210 27,579 62.7
Adenocarcinoma with variants of colon C 130,796 50.65 22.46 72 1.0 0.020 26,929 63.6
Squamous cell carcinoma with variants of colon R 9 0.01 0.01 68| * * 8 *
Males EAPC Relative survival
R/IC \ CR WSR Avg Age: % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF COLON C 16,815 56.07 27.59 71 0.6 0.170 14,396 62.0
Adenocarcinoma with variants of colon C 116,487 54.98 27.08 71 1.0 0.031 14,103 62.8
Squamous cell carcinoma with variants of colon R 2 0.01 0.00 74 * * 2 *

EAPC Relative survival

N CR WSR Avg Age: p-value N atrisk 5yr (%

EPITHELIAL TUMOURS OF COLON C 14,689 47.67 19.08 73 0.5 0.407| 13,183 63.5
Adenocarcinoma with variants of colon C 14,309 46.44 18.70 72 0.9 0.056 12,826 64.4
Squamous cell carcinoma with variants of colon R 7 0.02 0.01 66 * * 6 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

4.2 Incidence

1 31,504 new epithelial tumours of colon are diagnosed in the Flemish Region between 2001
and 2010.
The male/female ratio is 1.4.
RARECARE differentiates between two entities:
o The very common adenocarcinoma.
o The very rare squamous celircinoma. Only 9 cases are diagnosed in the Flemish
Region between 2001 and 2010 of which the majority are females.

= =4

4.3 Survival

4.3.1 Overall Survival

Table32. Epithelial Tumours of Colog Overall Survival
N Obsenved Sunvival Relative Survival

atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
EPITHELIAL TUMOURS OF COLON 27,579] 784 60.3 505 36.0 [49.9;51.1]] 817 683 627 583 [61.9;63.5]
Adenocarcinoma with variants 26,929] 795 612 512 36.4 [50.5;51.8]] 829 69.3 63.6 59.1 [62.8;64.4]
Squamous cell carcinoma with variants 8| * * * * * * * * * *

1 Survival is rather good for pants diagnosed with an epithelial tumour of colony@ar
relative survival: 62.7%, 3year relative survival: 58.3%).
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4.3.2 Survival by Sex

Table33. Epithelial Tumours of Colog Survival by Sex
N Observed Sunival Relative Survival
at risk 1year 3year 5year S5yearCl 1year 3year 5year 5 year CI
EPITHELIAL TUMOURS OF COLON 14,396] 78.7 59.9 49.3 [48.4,;50.2]] 821 684 62.0 [60.9;63.0]
Adenocarcinoma with variants 14,103] 79.7 60.7 49.9 [49.0;50.8]] 83.2 69.3 62.8 [61.6; 63.9]
Squamous cell carcinoma with variants 2 * * * * *

* * *

Observed Sunival Relative Survival
1year 3year 5year S5yearCl 1lyear 3year 5year 5 year CI
EPITHELIAL TUMOURS OF COLON 13,183 78.2 60.7 51.8 [50.9;52.7]] 81.3 682 63.5 [62.4;64.6]
Adenocarcinoma with variants 12,826] 79.4 616 52.6 [51.6;53.5]] 825 69.2 64.4 [63.3;65.5]
Squamous cell carcinoma with variants 6 * * * * * * * *

1 Prognosis is comparable for males dedhales diagnosed with an epithelial colon tumour
(5-year relative survival of 62.0% and 63.5% respectively).

5. Epithelial Tumours of Rectum

5.1 General Results

Table34. Epithelial Tumours of Rectum: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival
R/IC N CR WSR Avg Age % p-value Natrisk 5yr (%)

EPITHELIAL TUMOURS OF RECTUM C |13,062 21.48 10.49 69 1.2 0.015] 11,803 64.9
Adenocarcinoma with variants of rectum C |12,881 21.19 10.36 69 1.5 0.004 11,636 65.2
Squamous cell carcinoma with variants of rectum | R 21 0.03 0.02 69 5.9 0.493 20 *
Basaloid carcinoma of rectum R 1 0.00 0.00 68| * * 1 *

Males EAPC Relative survival

R/C N CR WSR Avg Age: % p-value Natrisk 5yr (%

EPITHELIAL TUMOURS OF RECTUM C | 7,946 26.50 14.00 68 1.1 0.012 7,096 65.1
Adenocarcinoma with variants of rectum C| 7,853 26.19 13.85 68 1.5 0.004 7,010 65.4
Squamous cell carcinoma with variants of rectum | R 9 0.03 0.01 69 * * 9 *
Basaloid carcinoma of rectum R 0 - - - - E - -

Relative survival

N CR WSR Avg Age: Natrisk  5yr (%

EPITHELIAL TUMOURS OF RECTUM C | 5,116 16.60 7.46 70 1.1 0.136 4,707 64.6
Adenocarcinoma with variants of rectum C | 5028 16.32 7.35 70 1.3 0.062 4,626 65.0
Squamous cell carcinoma with variants of rectum | R 12 0.04 0.02 70| * * 11 *
Basaloid carcinoma of rectum R 1 0.00 0.00 68| * * 1 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

5.2 Incidence

1 13,062 new epithelial tumours of the rectum are diagnosed in the Flemish Region between
2001 and 2010.
The male/female ratio is 1.9.
RARECARE differentiates between three entities:
o The very common adenocarcinoma.
o0 The very rare squamous cell carcinomanbiich only 21 cases are diagnosed in the
Flemish Region between 2001 and 2010.

= =
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o Only one diagnosis of basaloid rectal carcinoma is registered.
5.3 Survival

5.3.1 Overall Survival

Table35. Epithelial Tumours of RectumOverall Survival
N Observed Sunival Relative Survival

atrisk 1year 3year S5year 10year 5yearCl 1year 3year S5year 10year 5yearCl
EPITHELIAL TUMOURS OF RECTUM 11,803 83.2 65.8 547 39.8 [53.7;55.6]] 86.1 728 649 57.9 [63.8;66.1]
Adenocarcinoma with variants 11,636 83.6 66.2 550 39.9 [54.0;559]] 865 732 652 581 [64.1;66.4]
Squamous cell carcinoma with variants 20 * * * * * * * * * *
Basaloid carcinoma 1] * * * * * * * * * *

9 Survival at one year after diagnosis is rather high, with more than 80% of patients surviving.
1 Relative survival decreases to 57.9% at ten years after diagnosis.

5.3.2 Survival by Sex

Table36. Epithelial Tumours of Rectum Survival by 8x
N Observed Survival Relative Survival
at risk 1year 3year 5year S5yearCl 1lyear 3year 5year 5 year Cl
83.3 656 54.3 [563.0;55.5]] 86.4 731 65.1 [63.6;66.6]
83.7 659 545 [53.2;55.8]] 86.7 734 654 [63.9;67.0]

EPITHELIAL TUMOURS OF RECTUM
Adenocarcinoma with variants
Squamous cell carcinoma with variants

Basaloid carcinoma

Obsened Sunival Relative Sunival
at risk 1 year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
829 66.0 553 [53.7;56.8]] 856 723 64.6 [62.8;66.4]
835 66.5 556 [54.1;57.2]] 86.1 728 65.0 [63.1;66.7]

* * * *| * * * *

EPITHELIAL TUMOURS OF RECTUM
Adenocarcinoma with variants
Sqguamous cell carcinoma with variants

Basaloid carcinoma * * * * * * * *

9 Survival does almost not differ between males and females.
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6. Epithelial Tumours of Anal Canal

6.1 General Results

Table37. Epithelial Tumours of Anal Canal: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes Relative Survival
CR WSR Avg Age N at risk 5yr (%)

EPITHELIAL TUMOURS OF ANAL CANAL R 609 1.00 0.53 66 2.8 0.199 539 68.6
Squamous cell carcinoma with variants of anal
canal R 452  0.74 0.42 64 2.9 0.191 405 73.9
Adenocarcinoma with variants of anal canal R 141 0.23 0.10 72 1.9 0.673 123 51.4
Paget's disease of anal canal R 5 0.01 0.00 67 * * 0

Relative survival

CR WSR Avg Age: N atrisk  5yr (%

EPITHELIAL TUMOURS OF ANAL CANAL R 264 0.88 0.50 65, 2.4 0.282 230 63.9
Squamous cell carcinoma with variants of anal

canal R 176 0.59 0.35 64 2.4 0.385) 156 69.6

Adenocarcinoma with variants of anal canal R 78 0.26 0.13 70 1.2 0.844 68 50.9

Paget's disease of anal canal R 4 001 0.01 66 * * 0

Relative survival

CR WSR Avg Age: Natrisk 5yr (%

EPITHELIAL TUMOURS OF ANAL CANAL R 345 112 0.56 67| 2.8 0.325] 309 72.0
Squamous cell carcinoma with variants of anal

canal R 276 090 0.48 65 3.0 0.248| 249 76.6

Adenocarcinoma with variants of anal canal R 63 0.20 0.07 75 1.8 0.712 55 52.4

Paget's disease of anal canal R 1 0.00 0.00 70 * * 0 -

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

6.2 Incidence

1 609 new epithelial tumours of the ahaanal are diagnosed in the Flemish Region between
2001 and 2010.
The male/female ratio is 0.9.
RARECARE differentiates between three rare entities:
o0 Squamous cell carcinoma represents two out of three diagnoses in males and four
out of five in femalesMore females are diagnosed than males (M/F ratio = 0.7).
o0 Adenocarcinomas occur more frequently in males (M/F ratio = 1.8).
o hyte p tI 38 anaxand aré dagridsed in the Flemish Region between
2001 and 2010.

=a =
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Figure63. Epithelial tumours of Anal Canal: Age Specific Incidence Rates by Sex and Histology

Epithelial Tumours of Anal Canal: Age Specific Incidence Rates by Sex and
istology
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1 Incidence rates increase for squamous cell carcinoma from the age of 30 yeais old.
females, the increase is faster than in males.

1 Adenocarcinoma incidence rates inase from the age of 50 years old. The increase in males
is more pronounced than in females.

Figure64. Epithelial Tumours of Anal Canal: Stage Distribution by Morphology and Sex
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Squamous cell carcinoma with variants of anal| Adenocarcinoma with variants of anal canal
canal

|y mx

1 Squamous cell carcinomas have a prognostic bettdages distribution than
adenocarcinomas.
o In males, stage | and Il represent more than 60% of the squamous cell carcinoma
cases and less than 50% of the adenocarcinomas.
o In females, more than 30% of the adenocarcinomas are diagnosed in stage IV. This
should be interpreted with caution due to the very limited number of
adenocarcinoma cases.
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6.3 Trends

Figure65. Epithdial Tumours of Anal Canal: Ad&tandardised Incidence by Sex and Histology

Epithelial Tumours of Anal Canal : Age-Standardised Incidence by Sex and
Histology
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Incidence rates for squamous and adenogama increase in both sexes, but none of the
trends is significant.

The increase in squamous cell carcinoma incidence is almost twice the increase in
adenocarcinoma.

6.4 Survival
6.4.1 Overall Survival

Table38. Epithelial Tumours of AnaCanalg Overall Survival
N Observed Sunival Relative Sunvival

1year 3year 5year 10 year

atrisk 1year 3year 5year 10 year

5 year Cl 5 year Cl

EPITHELIAL TUMOURS OF ANAL CANAL 539 833 669 593 456 [54.7;63.6]] 86.0 73.0 686 59.7 [63.2;73.6]
Squamous cell carcinoma with variants 405 86.4 71.7 653 50.2 [60.1;70.0]] 889 772 739 63.0 [68.0;79.2]
Adenocarcinoma with variants 123 79.0 61.3 514 48.2 [38.9;63.5]

756 53.8 40.8 311 [30.9;50.4]
Paget's disease 0 - .

of the anal canal have a rather good prognosis ranging

1 Patients with an epithelial tumour
from an relative survival of 86.0% at one year to 59.7% at ten years after diagnosis.
1 Squamous cell carcinoma with variants of the acahal have a better prognosis than
adenocarcinoma at all points in time.
6.4.2 Survival by Sex

Table39. Epithelial Tumours of Anal CanalSurvival by Sex

\EIES

EPITHELIAL TUMOURS OF ANAL CANAL
Sqguamous cell carcinoma with variants
Adenocarcinoma with variants
Paget's disease

N

at risk 1year 3year 5year

230
156

N

68
0|

Obsened Sunival

5year Cl
54.3 [47.1;60.9]
82.7 69.3 60.5 [51.7;68.1]
75.0 495 39.8 [26.8;52.5]

79.6  63.1

Obsened Sunival

Relative Survival
1year 3year 5year 5 year Cl
82.1 694 639 [55.4;71.8]
85.0 752 69.6 [59.5; 78.4]
784 56.9 509 [34.1;67.3]

Relative Sunival

EPITHELIAL TUMOURS OF ANAL CANAL
Sqguamous cell carcinoma with variants
Adenocarcinoma with variants
Paget's disease

1 Survival is better in females than males for both squamous cell carcinomas and

at risk
309
249

55

0]

1year 3year 5year 5year Cl

86.1 69.8 63.1 [57.1;68.6]
88.8 732 685 [619;74.2]
764  59.2

425 [27.6; 56.6]

1year 3year 5year
88.8 75.6
91.3 785

5year Cl

72.0 [65.1;78.3]
76.6 [69.2; 82.9]
79.9 66.8 524 [34.1;69.7]

adenocarcinomas although the differencdéss pronounced iadenocarcinomas.
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6.4.3 Survival by Age Group

Figure66. Epithelial Tumours of Anal CanaRelative Survival by Age Group

Epithelial Tumours of Anal Canal
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9 Survival is better for the youngest age grougb@years) than for the older age groups.

1 Relative survival for the oldest patients is only 59.2% after three years of fopjaand stays
stable afterwards.

Figure67. Squamous Cell Carcinoma and Adenocarcinoma of Anal GaRalative Survival by Age Group

Squameous Cell Carcinoma with variants of Anal Canal Adenocarcinoma with variants of Anal Canal*
100 100
90 90
& 80 \-\Q—_\ o 80 \\\\
= —  ——— | i
= =
3 50 5 so
_g 40 _g 40
B 30 B 30
] ]
x 20 x 30
10 10
0] T T T T 1 (] T T T T 1
o0 1 2 3 4 5 o0 1 2 3 4 5
Survival Time (years) Survival Time {years)
0-59 ——60-74 75+ —60-74 75+

* Survival of the age group®0 years is not displayed because the number at risk is smaller than 35.

1 Survival is worse for adenocarcinoma than for squamous cell carcinoma, especially in the age
group 6074 years.
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6.4.4 Survival by Stage

Figure68. Epithelial Tumours of Anal CanaRelative Survival by Stage
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* Survival of the stage | and IV is not displayed because the number at risk is smaller than 35.

1 Relative survival is rather good, with%0at 5 years for stage 1l and more than 60% for stage
Il

Figure69. Squamous Cell Carcinoma with Variants of Anal CarRélative Survival by Stage

Squamous Cell Carcinoma with variants of Anal Canal*
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* Survival of the stage | and IV is not displayed because the number &t sislaller than 35.

1 For a large part of the epithelial tumours of anal canal, no stage is available because they
originate from a location for which staging is not applicable according to TNM.

91 For all epithelial tumours of the anal canal together, onlyeey small survival benefit can be
observed for stage Il tumours compared with stage Il tumours. This difference is even more
negligible for squamous cell carcinoma.
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7. Epithelial Tumours of Pancreas

7.1 General Results

Table40. Epithelal Tumours of Pancreas: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival
R/IC N CR WSR Avg Age % p-value Natrisk 5yr (%)
EPITHELIAL TUMOURS OF PANCREAS C| 6,320 10.39 4.93 70 2.1 0.001] 5,685 7.1
Adenocarcinoma with variants of pancreas C| 4914 8.08 4.07 68 3.0 <0.001 4,414 6.1
Squamous cell carcinoma with variants of
pancreas R 3 0.00 0.00 68 * * 3 *
Acinar cell carcinoma of pancreas R 27 0.04 0.02 65 * * 26 *
Mucinous cystadenocarcinoma of pancreas R 10 0.02 o0.01 64 * * 9 *
Intraductal papillary mucinous carcinoma invasive
of pancreas R 23 0.04 0.02 64 * * 18 *
Solid pseudopapillary carcinoma of pancreas R 7 0.01 o0.01 47 * * 6 *
Serous cystadenocarcinoma of pancreas R 1 0.00 0.00 74 * * 1 *
Carcinoma with osteoclast-like giant cells of
pancreas R 2 0.00 0.00 72 * * 2 *
Relative survival
CR WSR Avg Age: N atrisk  5yr (%
EPITHELIAL TUMOURS OF PANCREAS C] 3,296 10.99 5.80 68| 1.2 0.148 2,905 7.8
Adenocarcinoma with variants of pancreas C| 2,647 883 4.80 67 2.1 0.006 2,333 6.8
Squamous cell carcinoma with variants of
pancreas R 3 001 o0.01 68| * * 3 *
Acinar cell carcinoma of pancreas R 17 0.06 0.03 66 * * 16 *
Mucinous cystadenocarcinoma of pancreas R 3 0.01 o0.01 71 * * 2 *
Intraductal papillary mucinous carcinoma invasive
of pancreas R 14 0.05 0.03 62 * * 11 *
Solid pseudopapillary carcinoma of pancreas R 3 0.01 o0.01 70 * * 2 *
Serous cystadenocarcinoma of pancreas R 0 - - - - - 0 -
Carcinoma with osteoclast-like giant cells of
pancreas R 0 - - E - - 0 -
Females EAPC Relative survival
R/C N CR WSR Avg Age: % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF PANCREAS C| 3024 981 414 71 2.6 0.002] 2,780 6.3
Adenocarcinoma with variants of pancreas C| 2,267 7.36 3.39 69 4.1 <0.001 2,081 5.3
Squamous cell carcinoma with variants of
pancreas R 0 - - - - - 0 -
Acinar cell carcinoma of pancreas R 10 0.03 0.02 64 * * 10 *
Mucinous cystadenocarcinoma of pancreas R 7 0.02 o0.01 61 * * 7 *
Intraductal papillary mucinous carcinoma invasive
of pancreas R 9 0.03 0.01 67 * * 7 *
Solid pseudopapillary carcinoma of pancreas R 4 001 0.01 30| * * 4 *
Serous cystadenocarcinoma of pancreas R 1 0.00 0.00 74 * * 1 *
Carcinoma with osteoclast-like giant cells of
pancreas R 2 0.01 0.00 72 * * 2 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

7.2 Incidence

1 6,320 new epithelial tumours of the pancreas are diagnosed in the Flemish Region between
2001 and 2010.
1 The male/female ratio is 1.4.
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1 RARECARE differentiates between the common adenocarcinbiich represents almost all
diagnoses and seven rare entities:
o Acinar cell carcinoma is the most common rare entity with 27 cases between 2001
and 2010.
0 With 23 cases, intraductal papillary mucinous carcinoma invasive of pancreas is the
2" most common rae pancreatic cancer entity.
0 The remaining types each represent 10 cases or less.

7.3 Survival
7.3.1 Overall Survival

Table41. Epithelial Tumours of PancregsOverallSurvival

N Obsenved Sunival Relative Survival
atrisk 1year 3year 5year 10year 5yearCl 1lyear 3year 5year 10year 5yearCl

EPITHELIAL TUMOURS OF PANCREAS 5,685 29.4 9.1 6.2 4.6 [5.6;6.9]] 30.2 9.9 7.1 6.2 [6.4;7.9]

Adenocarcinoma with variants 4,414 318 8.7 5.4 3.6 [4.7;6.2]] 325 9.3 6.1 4.9 [5.3;7.0]

Squamous cell carcinoma with variants 3] * * * * * * * * * *

Acinar cell carcinoma 26 * * * * * * * * * *

Mucinous cystadenocarcinoma 9 * * * * * * * * * *

Intraductal papillary mucinous carcinoma

invasive 18| * * * * % * * * * *

Solid pseudopapillary carcinoma 6 * * * * * * * * * *

Serous cystadenocarcinoma 1 * * * * * * * * * *

Carcinoma with osteoclast-like giant cells 2 * * * * * * * * * *

9 Survival steeply declines after diagnosis with less than omeé tfithe patients surviving the
first year.
1 At three years after diagnosis, less than 10% of the patients is still alive.

7.3.2 Survival by Sex

Table42. Epithelial Tumours of Pancrea@sSurvival by Sex
N Observed Survival Relative Survival

at risk 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF PANCREAS 2,905 29.6 9.9 6.8 [5.9;7.9]] 305 107 7.8 [6.7 ;9.0]
Adenocarcinoma with variants 2,333 315 9.5 6.0 [5.0;7.1]] 32.4 102 6.8 [5.7 ; 8.0]
Squamous cell carcinoma with variants 3 * * * * * * * *
Acinar cell carcinoma 16| * * * * * * * %
Mucinous cystadenocarcinoma 2 * * * * * * * *
Intraductal papillary mucinous carcinoma
invasive 11 * * * *| * * * *
Solid pseudopapillary carcinoma 2 * * * * * * * *
Serous cystadenocarcinoma 0 - - - E - - - -
Carcinoma with osteoclast-like giant cells 0 - - - i - - - R

Observed Survival Relative Sunival
1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl

EPITHELIAL TUMOURS OF PANCREAS 2,780 29.2 8.3 5.6 [4.7;6.6]] 30.0 8.9 6.3 [5.3;7.5]

Adenocarcinoma with variants 2,081 321 7.9 4.8 [3.9;59]] 327 8.3 5.3 [4.3; 6.5]

Squamous cell carcinoma with variants 0 - - - E - - - -

Acinar cell carcinoma 10 * * * * * * * *

Mucinous cystadenocarcinoma 7 * * * * * * * *

Intraductal papillary mucinous carcinoma

invasive 7 * * * *| * * * *

Solid pseudopapillary carcinoma 4 * * * * * * * *

Serous cystadenocarcinoma 1] * * * * * * * *

Carcinoma with osteoclast-like giant cells 2 * * * * * * * *

1 Survival is comparable fdemales and males diagnosed with an epithelial tumour of the
pancreas.
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8. Epithelial Tumours of Liver and Intrahepatic Bile Tract (IBT)

8.1 General Results

Table43. Epithelial Tumours of Liver and Intrahepatic Bile Tract: Incidence, TseSdirvival

Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival
CR WSR Avg Age %  p-value N atrisk 5yr (%)

EPITHELIAL TUMOURS OF LIVER AND

INTRAHEPATIC BILE TRACT (IBT) R | 2,490 4.10 212 67 7.0 <0.001 2,216 18.9
Hepatocellular carcinoma of Liver and IBT R | 1,690 278 1.49 66 8.9 <0.001 1,489 22.8
Cholangiocarcinoma of IBT R 522 0.86 0.43 68 5.5 0.007 462 11.7
Adenocarcinoma with variants of liver and IBT R 107 0.18 0.09 68 -4.6 0.585 101 6.6
Undifferentiated carcinoma of liver and IBT R 0 - - - - - 0 -
Squamous cell carcinoma with variants of liver
and IBT R 0 - - - - - 0 -
Bile duct cystadenocarcinoma of IBT R 1 0.00 0.00 67 * * 1 *

Males EAPC Relative survival

R/C N CR WSR Avg Age: % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF LIVER AND

INTRAHEPATIC BILE TRACT (IBT) R | 1,646 549 3.04 66 8.7 <0.001 1,438 19.7
Hepatocellular carcinoma of Liver and IBT R | 1,222 4.08 230 66] 10.1 <0.001 1,065 22.6
Cholangiocarcinoma of IBT R 268 0.89 0.48 67 7.7 0.016 224 11.6
Adenocarcinoma with variants of liver and IBT R 65 0.22 0.12 66 -7.2 0.514 61 8.4
Undifferentiated carcinoma of liver and IBT R 0 - - - - - 0 -
Squamous cell carcinoma with variants of liver
and IBT R 0 - - - E 0 -
Bile duct cystadenocarcinoma of IBT R 0 - - - - 0 -

Relative survival

CR WSR Avg Age: % p-value Natrisk 5yr (%

EPITHELIAL TUMOURS OF LIVER AND

INTRAHEPATIC BILE TRACT (IBT) R 844 274 1.29 69 3.2 0.026 778 17.5
Hepatocellular carcinoma of Liver and IBT R 468 152 0.75 67 5.4 0.027 424 23.3
Cholangiocarcinoma of IBT R 254 0.82 0.39 68| 3.1 0.119 238 11.9
Adenocarcinoma with variants of liver and IBT R 42 0.14 0.06 70 15 0.897 40 3.8
Undifferentiated carcinoma of liver and IBT R 0 - - - - - 0 -
Squamous cell carcinoma with variants of liver
and IBT R 0 - - - - - 0 -
Bile duct cystadenocarcinoma of IBT R 1 0.00 0.00 67 * * 1 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

8.2 Incidence

1 2,490 new epithelial tumours of the pancreas are diagnosed in the Flemish Region between
2001 and 2010.
The male/female ratio is 2.4.
RARECARE differentiates between six rare entities:
0 Hepatocellular carcinoma of liver and IBTthe most common subtype with 1,690
new diagnoses. Incidence rates in males are much higher than females (M/F ratio =
3.0).
0 522 new cases of cholangiocarcinoma are diagnosed. The incidence rates for
cholangiocarcinoma are more comparable between the seMéB (atio = 1.2).
0 Adenocarcinoma represents 107 cases (M/F ratio = 2.0).

=a =
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0 The remaining subtypes do not occur in the Flemish Region, with the exception of 1
bile duct cystadenocarcinoma.

Figure70. Epithelial Tumours of Liver and tirmhepatic Bile Tract (IBT): Age Specific Incidence in Males and Females
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Incidence rates for hepatocellular carcinoma increase from the age of 50 years.
In females, the rates for cholangiocarcinoma are comparable with the rates of hepatocellular
carcinoma until the age of 50 years.

Figure71. Epithelial Tumours of Liver and Intrahepatic Bile Tract: Stage Distribution by Morphology and Sex
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1 Information on the stage is available for-60% of all diagnoses.
1 Hepatocellularcarcinomas have a prognostic better stage distribution (~50% stage | and 1)

than the other 2 subtypes (~1%0% stage | and II).
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8.3 Trends

Figure72. Hepatocellular Carcinoma and Cholangiocarcinoma: Age Standardised Incidence ih@exyear moving
average)

Carci Age Incidence by Sex Cholangiocarcinoma: Age Standardised Incidence by Sex
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1 Significant incidence increases for hepatocellular carcinomas are observed in males and
females.
1 Cholangiocarcinomas increase significantly in males, the increase in females is not significant.
1 For both subtypes, the ratesdrease two times faster in males than in females.

8.4 Survival
8.4.1 Overall Survival

Table44. Epithelial Tumours of Liver and Intrahepatic Bile Trg&verall Survival
N Observed Sunival Relative Survival
atrisk 1year 3year S5year 10year 5yearCl 1year 3year S5year 10year 5 yearCl

EPITHELIAL TUMOURS OF LIVER AND

INTRAHEPATIC BILE TRACT (IBT) 2,216 44.4  24.6 16.9 11.4 [15.2;18.6] 45.5 26.4 18.9 14.2 [17.0; 20.9]
Hepatocellular carcinoma of liver and IBT 1,489 48.4 293 205 141 [18.3;228]] 495 31.2 228 17.2 [20.3;25.4]
Cholangiocarcinoma of IBT 462 385 169 104 6.4 [7.6;13.7]] 395 182 117 8.2 [8.6;15.4]
Adenocarcinoma with variants of liver and IBT 101] 38.6 144 6.0 40 [2.1;12.8]] 39.7 153 6.6 4.8 [2.3;14.2]
Undifferentiated carcinoma of liver and IBT 0 - - - - - - - - - -
Squamous cell carcinoma with variants of liver
and IBT 0 - - -
Bile duct cystadenocarcinoma of IBT 1] * * * * * * * * * *

1 Survival for patients diagnosed with an epithelial tumour oflitier or intrahepatic bile tract
is poor with less than half of the patients surviving the first year and less than 20% surviving
five years.

1 Prognosis is highly influenced by the histological subtype with a better prognosis for
hepatocellular carcinomas nd a worse prognosis for cholangiocarcinoma or
adenocarcinoma.
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8.4.2 Survival by Sex

Table45. Epithelial Tumours of Liver and Intrahepatic Bile Trgcurvival by Sex

I\ Obsened Sunvival Relative Survival

WEES atrisk 1year 3year 5year 5yearCl 1lyear 3year S5year 5yearCl

EPITHELIAL TUMOURS OF LIVER AND

INTRAHEPATIC BILE TRACT (IBT) 1,438] 454 252 17.3 [15.2;19.6]] 46.6 27.2 19.7 [17.3;22.2]
Hepatocellular carcinoma of liver and IBT 1,065 49.0 286 20.1 [17.5;229]] 50.2 30.7 22.6 [19.7;25.7]
Cholangiocarcinoma of IBT 224 36.2 164 98 [6.1;146]] 372 182 11.6 [7.2;17.2]
Adenocarcinoma with variants of liver and IBT 61 42.6 185 7.4 [2.2;17.1]] 439 20.0 8.4 [2.4;19.4]
Undifferentiated carcinoma of liver and IBT 0 - - - E - - - -
Squamous cell carcinoma with variants of liver
and IBT 0 - - - E - - - -
Bile duct cystadenocarcinoma of IBT 0| - - - - - - - -

Obsened Sunival Relative Sunival

at risk 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF LIVER AND

INTRAHEPATIC BILE TRACT (IBT) 778 42.4 23.5 16.0 [13.3; 18.9] 43.4 24.9 17.5 [14.6; 20.7]
Hepatocellular carcinoma of liver and IBT 424 46.7 309 215 [17.3;259]| 477 325 233 [18.8;28.1]
Cholangiocarcinoma of IBT 238 408 173 110 [7.1;157] 416 182 119 [7.7;17.0]
Adenocarcinoma with variants of liver and IBT 40| 32.5 7.1 3.6 [0.3;149]] 332 7.5 3.8 [0.3;15.8]
Undifferentiated carcinoma of liver and IBT 0 - - - - - - - -
Squamous cell carcinoma with variants of liver
and IBT 0 - - - E - - - -
Bile duct cystadenocarcinoma of liver and IBT 1] * * * * * * * *

1 Prognosis is almost the same for males and females for all stuges tof epithelial liver and
intrahepatic bile duct cancer.

8.4.3 Survival by Age Groupl

Figure73. Epithelial Tumours of Liver and Intrahepatic Bile TrgdRelative Survival by Age Group
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1 Relative survival is inversely related witheagiveyear relative survival is 31.5% for patients
in the youngest age group &9 years), 19.6% for the middle age group-{@0years) and
only 5.2% for patients of 75 years and older.

! Survival by age group is not displayed for the adenocarcinoma becausterige group 604 years old has
a number at risk higher than 35.
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Figure74. Hepatocellular Carcinoma of Livand Intrahepatic Bile Tract and Cholangiocarcinoma of Intrahepatic Bile
Tract- Relative Survival by Age Group
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1 For all age groups, survival is worse for cholangiocarcinoma than for hepatocellular
carcinoma.

8.4.4 Survival by Stage2

Figure75. Epithelial Tumours of Liver and Intrahepatic Bile Trg@urvival by Stage
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1 Survival is relatively goodif stage | but remarkably worder more advanced stages. Leng

term survivors with tumouinvaded regional lymph nodes alistant metastases are very
rare.

% Survival by stage is not displayed for adenocarcinoma because of the low number at risk for all stages except
for stage X.
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Figure76. Hepatocellular Carcinoma of Liver and Intrahepatic Bile Tract and Cholangiocarcinoma of Intrahepatic Bile
Tractc Relative Survival by Stage
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* Only survival for the higher stagessisown due to low numbers at risk for the lower stages.

1 Because of the large proportion of patients diagnosed with an hepatocellular carcinoma,
survival by stage for this subgroup is very similar to the survival rates for all epithelial
tumours of liver ad intrahepatic bile tract together.

9. Epithelial Tumours of Gallbladder and Extrahepatic Biliary Tract
(EBT)

9.1 General Results

Table46. Epithelial Tumours of Gallbladder and Extrahepatic Biliary Tract: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival

Both Sexes EAPC Relative Survival
RIC N CR WSR Avg Age %  p-value N atrisk 5yr (%)

EPITHELIAL TUMOURS OF GALLBLADDER AND

EXTRAHEPATIC BILIARY TRACT (EBT) R 1,964 3.23 141 72| 3.1 0.044 1,762 21.7
Adenocarcinoma with variants of gallbladder and
EBT R 1,715 282 1.27 71 3.5 0.066 1,531 23.0
Squamous cell carcinoma of gallbladder and EBT|] R 11 0.02 0.01 77| * * 11 *

Males EAPC Relative survival
N CR WSR Avg Age % p-value Natrisk 5yr (%

EPITHELIAL TUMOURS OF GALLBLADDER AND

EXTRAHEPATIC BILIARY TRACT (EBT) R 879 293 1.47 70| 4.6 0.009 771 24.0
Adenocarcinoma with variants of gallbladder and
EBT R 784 261 1.33 70| 4.9 0.018 685 25.1

Squamous cell carcinoma of gallbladder and EBT 0.01 0.00 2 *
Relative survival

CR WSR Avg Age: N atrisk  5yr (%

EPITHELIAL TUMOURS OF GALLBLADDER AND

EXTRAHEPATIC BILIARY TRACT (EBT) R 1,085 3.52 1.35 74 1.8 0.227 991 19.9
Adenocarcinoma with variants of gallbladder and
EBT R 931 3.02 1.20 73 2.3 0.218 846 21.3
Squamous cell carcinoma of gallbladder and EBT| R 9 0.03 0.01 79 * * 9 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis
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9.2 Incidence

1 1,964 new epithelial tumours of gallbladder and extrahepatic biliary tract are diagnosed in
the Flemish Region between 2001 and 2010.
The male/female ratio is 1.1.
RARECARE differentiates between two rare entities:
o0 Adenocarcinoma (which includes the cholangiocarcinoma) of gallbladder is the most
common subtype with 1,715 new diagnoses.
0 Only 11 cases of squamous cell carcinoma are diagnosed betweera20@D10 in
the Flemish Region.

= =

Figure77. Adenocarcinoma with Variants of Gallbladder aftktrahepatic Biliary TractAge Specific Incidence by Sex

Adenocarcinoma with Variants of Gallbladder and EBT: Age Specific Incidence by
Sex
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1 Incidence rates increase from the age of 45 years in both sexes.
1 The age specific incidence rates in males and females are comparable.
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Figure78. Adenocarcinoma with Variants of Gallbladder And Extrahepatic Biliary Tract: Stage Distribution by Sex
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1 Information on clinical stage is available for-80 of all diagnoses, pathological stage
information is available in aboui5%. Combining clinical and pathological information on
stage results in more than 70% of cases with known information on stage.

1 Infemales 15% more clinical stage IV tumours are diagnosed than in males.

9.3 Trends

Figure79. Adenocacinoma with Variants of Gallbladder andkEahepatic Biliary TractAge Standardised Incidence by
Sex (three years moving average)

ith Variants of and EBT: Ag
Incidence by Sex
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1 Adenocarcinoma of the gallbladder increase significantly in males anesigoificantly in
females.

T ¢KS NI GSa skafifadtiincréake2over the entire 10 year time period. In males the
increase seems to end in 2008, in females the increase ends in 2005 after which the rates
remain more stable.
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9.4 Survival

9.4.1 Overall Survival

Table47. EpithelialTumours of Gallbladder and Extrahepatic Biliary Trgéverall Survival
N Observed Sunvival Relative Survival

atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
EPITHELIAL TUMOURS OF GALLBLADDER AND

EXTRAHEPATIC BILIARY TRACT (EBT) 1,762 459 232 18.3 13.7 [16.4;20.2] 476 258 217 19.9 [19.5; 24.0]
Adenocarcinoma with variants 1,531 48.6 248 19.6 146 [17.5;21.8]] 504 274 23.0 20.8 [20.6; 25.5]
Squamous cell carcinoma 11 * * * * * * * * * *

1 One year after diagnosis, less than half of the patients is still alive.

9 Survival decreases rapidly to gy&ar relative survival of only 21.7%.

1 Because the majority of patients witlan epithelial tumour of the gallbladder and
extrahepatic biliary tract are diagnosed with an adenocarcinoma, prognosis of this subtype is
very similar to the prognosis of all epithelial tumours together.

9.4.2 Survival by Sex

Table48. Bpithelial Tumours of Gallbladder and Extrahepatic Biliary Tra&urvival by Sex

N Observed Sunival Relative Survival
WEIES atrisk 1year 3year S5year 5yearCl 1year 3year 5year 5year Cl
EPITHELIAL TUMOURS OF GALLBLADDER AND
EXTRAHEPATIC BILIARY TRACT (EBT) 771 50.8 25.6 20.3 [17.4;234]] 529 283 240 [20.6;27.7]
Adenocarcinoma with variants 685 53.6 27.1 21.3 [18.1;24.6]] 55.6 30.0 251 [21.4;29.0]
Squamous cell carcinoma 2 * * * * * * * *

N Obsened Sunival Relative Sunvval

at risk 1year 3year 5year S5year Cl 1year 3year 5year 5 year CI
EPITHELIAL TUMOURS OF GALLBLADDER AND

EXTRAHEPATIC BILIARY TRACT (EBT) 991 420 21.4 16.7 [14.4;19.3]] 43.6 23.8 199 [17.1;22.9]
Adenocarcinoma with variants 846] 445 229 18.2 [15.6;21.1]] 46.1 253 21.3 [18.2; 24.6]
Squamous cell carcinoma 9 * * * * * * * *

1 In contrast to most tumours, survival of epithelial tumours of the gallbladder and
extrahepatic biliary tract is higher in males than females.

1 The difference between malesnd females is largest at one year after diagnosis and
becomes slightly smaller after a longer folloyy period.

9.4.3 Survival by Age Group

Figure80. Epithelial Tumours of Gallbladder and Extrahepatic Biliary T@Relative Survival ¥ Age Group
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1 Survival is inversely related with age, although the difference in survival between patients
aged under 59 years and between 60 and 74 years decreases after three years ofifollow
1 Prognosis is worse for patients of 75 years and above.

Figure81. Adenocarcinoma with Variants of Gallbladder and Extrahepatic Biliary T¢deelative Survival by Age Group
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1 Because almost all patients with an epithelial tumour of the gallbladder and extrahepatic
biliary tract are dignosed with an adenocarcinoma, survival hardly differs between these
two.

9.4.4 Survival by Stage

Figure82. Epithelial Tumours of Gallbladder and Extrahepatic Biliary Ti@Blative Survival by Stage
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1 Survival is much better fgpatients with a stage | tumour {gear relative survival: 53.0%)
than for other stages.

1 5-year relative survival is almost negligible for stage 1V tumours (3.9%).
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Figure83. Adenocarcinoma withVariants of Gallbladder and Extrahepic Biliary Tract, Relative Survival by Stage
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1 Prognosis of patients diagnosed with an adenocarcinoma is almost the same as the above
described results of all epithelial tumours of the gallbladder and extrahepatic biliary tract
together.

10. References

1. Bohanes P, Yang D, Chibar RS énfalence of sex on the survival of patients with esophageal
cancer.J Clin Oncol 2012; 30: 228372.

93

Belgian Cancer Registry






[ 1]

1.1 General Results

t © DdPw w!

1 Epithelial Tumour of Trachea

w9

Table49. Epithelial Tumours of Trachea: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival
R/IC N CR WSR Avg Age % p-value N atrisk 5yr (%)

EPITHELIAL TUMOUR OF TRACHEA
Squamous cell carcinoma with variants of trachea
Adenocarcinoma with variants of trachea
Salivary gland type tumours of trachea

Males

EPITHELIAL TUMOUR OF TRACHEA
Squamous cell carcinoma with variants of trachea
Adenocarcinoma with variants of trachea
Salivary gland type tumours of trachea

U0V XV

R/C

U0V

73
53
9
5

N CR WSR AvgAge

0.12
0.09
0.01
0.01

0.17
0.14
0.02
0.00

0.12
0.09
0.01
0.01

0.10
0.08
0.01
0.00

67,
68
62
51]

66
67
62
70

5.9 0.299
3.1 0.661
* *|
EAPC

%  p-value
-3.9 0.647
6.4 0.405
* *|

¢ 1 /hawwf L/

54 23.7
34 *
g *
5 *

Relative survival
N atrisk  5yr (%

37 17.2
27 *
6 *

Relative survival

EPITHELIAL TUMOUR OF TRACHEA
Squamous cell carcinoma with variants of trachea
Adenocarcinoma with variants of trachea
Salivary gland type tumours of trachea

R/C: Rare or common
CR: Crude rate (N/100,000 person years)

T XUV

WSR: age-standardised rate, using the world population (N/100,000 person years)

EAPC: estimated annual percentage change
RS: relative survival
AvgAge: average age at diagnosis

1.2 Incidence

1 73 new epitheliatumoursof the tracheaare diagnosed in the Flemish Region between 2001

and 2010.
The male/female ratio i8.0.

=a =

RARECARE defines three rare entities:

CR WSR Avg Age

0.07
0.04
0.01
0.01

0.03
0.01
0.01
0.01

68
73
62

46

-5.5 0.653
* *|
* *|

N atrisk  5yr (%

17 *
7 *
3 *
4 *

0 Squamous cell carcinoma represents the majority of the tracheal tumours (73%).

o Nine adenocarcinoma of trachea are observed in the Flemish Region between 2001

and 2010.

o0 Only one male and 4 females are diagnosethwa salivary gland type tumour of

trachea.
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Figure84. Epithelial Tumours of Trachea: Age Specific Incidence by Sex

Epithelial Tumours of Trachea: Age Specific Incidence by Sex
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1 From the age of 50 years, incidence rates for epithelial tumours of trachea increase in males
and females.

1.3 Survival3

1.3.1 Overall Survival

Table50. Epithelial Tumours of TracheaOverall Survival

N Obsened Sunival Relative Sunival
atrisk 1year 3year 5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
EPITHELIAL TUMOUR OF TRACHEA 54| 44.4 277 216 - [11.6;33.4]] 455 294 237 - [12.9; 36.7]
Squamous cell carcinoma with variants 34 * * * * * * * * * *
Adenocarcinoma with variants 9 * * * * * * * * * *
Salivary gland type tumours 5 * * * * * * * * * %

1 Prognosis of patients diagnosed with an epithelial tumour of the trachea is bad with less than
half of the patients surviving the first year, an&-gear relative survival of only 23.7%.

1.3.2 Survival by Sex

Table51. Epithelial Tumours of TracheaSurvival by Sex

N Obsened Sunival Relative Sunival
WEIES at risk 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOUR OF TRACHEA 371 405 185 154 [5.9;29.1]] 416 198 17.2 [6.6;32.3]
Squamous cell carcinoma with variants 27, * * * * * * * *
Adenocarcinoma with variants 6 * * * * * * * %
Salivary gland type tumours 1 * * * * * * * %
Obsened Sunival Relative Sunival
1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOUR OF TRACHEA 17 * * * * * * * *
Squamous cell carcinoma with variants 7 * * * * * * * %
Adenocarcinoma with variants 3 * * * * * * * *
Salivary gland type tumours 4 * * * * * * * *

% Because of the low number at risk for patients with an eglil tumour of the trachea, only the overall survival is
reported.
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2 Epithelial Tumours of Lung

2.1 General Results

Table52. Epithelial Tumours of Lung: Incidencérends, Survival
Flemish Region 2001-2010 Incidence Trend Survival
Both Sexes EAPC Relative Survival

R/C N CR WSR Avg Age % p-value Natrisk 5yr (%)

EPITHELIAL TUMOUR OF LUNG C |40,631 66.83 48.91 68| 0.7 0.032 35,619 15.3
Squamous cell carcinoma with variants of lung C |10,484 17.24 12.22 70 0.7 0.256 8,953 19.1
Adenocarcinoma with variants of lung C |12,775 21.01 16.19 66 4.9 <0.001 11,228 15.3
Large cell carcinoma of lung R] 2,394 394 2.88 68 -3.4 0.006 3,240 14.5
Well differentiaded endocrine carcinoma of lung R 550 0.90 0.72 62 4.2 0.049 481 61.4
Poorly differentiated endocrine carcinoma oflung | C | 7,991 13.14 9.80 68 3.1 0.008| 7,100 6.7
Bronchiolo-alveolar carcinoma of lung R 587 0.97 0.72 67 0.6 0.784 483 38.4
Salivary gland type tumours of lung R 62 0.10 0.08 62 -1.6 0.609 57 35.5
Sarcomatoid carcinoma of lung R 129 0.21 0.16 65 2.1 0.551 116 24.1
Undifferentiated carcinoma of lung R 659 1.08 0.80 68| -22.4 <0.001 591 9.4

\EIEE EAPC Relative survival

R/C N CR WSR Avg Age % p-value Natrisk 5yr (%

EPITHELIAL TUMOUR OF LUNG C 131,868 106.27 55.03 69 -0.9 0.015| 27,799 14.1
Squamous cell carcinoma with variants of lung C | 9,266 30.90 15.54 70 -0.3 0.660| 7,928 18.8
Adenocarcinoma with variants of lung C | 9,072 30.25 16.59 67 3.5 0.002 7,903 14.0
Large cell carcinoma of lung C| 3,066 10.22 5.25 69 -9.8 <0.001 2,715 14.6
Well differentiaded endocrine carcinoma of lung R 281 094 0.55 63 4.8 0.239 251 48.3
Poorly differentiated endocrine carcinoma of lung | C | 6,191 20.65 10.87 68 1.4 0.157 5,455 5.8
Bronchiolo-alveolar carcinoma of lung R 350 1.17 0.64 67 -2.0 0.343 287 33.0
Salivary gland type tumours of lung R 43 0.14 0.09 64 -5.9 0.311 39 32.7
Sarcomatoid carcinoma of lung R 96 0.32 0.18 66 -4.7 0.234 86 24.5
Undifferentiated carcinoma of lung R 525 1.75 0.91 69] -24.5 <0.001 466 8.9

Relative survival
CR WSR Avg Age N atrisk  5yr (%

EPITHELIAL TUMOUR OF LUNG C | 8,763 28.44 15.17 65 5.3 <0.001 7,820 19.3
Squamous cell carcinoma with variants of lung R] 1,218 395 2.01 67 5.7 <0.001 1,025 20.8
Adenocarcinoma with variants of lung C| 3,703 12.02 6.74 64 7.8 <0.001 3,325 18.4
Large cell carcinoma of lung R 580 1.88 1.01 65 -4.3 0.105] 525 14.3
Well differentiaded endocrine carcinoma of lung R 269 0.87 0.54 60 4.4 0.110 230 75.7
Poorly differentiated endocrine carcinoma oflung | R | 1,800 5.84 3.20 65 8.1 0.001 1,645 9.7
Bronchiolo-alveolar carcinoma of lung R 237 0.77 0.39 66 4.9 0.085 196 46.6
Salivary gland type tumours of lung R 19 0.06 0.04 57 2.8 0.571 18 *
Sarcomatoid carcinoma of lung R 33 0.11 0.06 64 7.9 0.370] 30 *
Undifferentiated carcinoma of lung R 134 043 0.24 65| -20.4 <0.001 125 11.0

R/C: Rare or common

CR: Crude rate (N/100.000 person years)

WSR: age-standardised rate. using the world population (N/100.000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

2.2 Incidence

1 40,631 new epithelial tumours of the lung are diagnosed in the Flemish Region between
2001 and 2010.

The male/female ratio is 3.6.

RARECARE defines nine different entities of which three are common and six rare:

0o The commorsubtypes represent about 75% of all lung cancers and are: squamous
cell carcinoma, adenocarcinoma and poorly differentiated.

o Large cell carcinoma, although considered rare by RARECARE, is a common
malignancy for males in the Flemish Region. Care must tentan the
interpretation, since the RARECARE entity includes some codes (8071;8072) that we
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would classify as squamous cell carcinoma. On the other hand, the code for non
small cell carcinoma (8046) is not included by RARECARE in this entity but islgroupe
with the endocrine tumours.

o0 Well differentiated endocrine lung carcinoma represent 550 new cases between
2001 and 2010.

0 Bronchiolealveolar carcinoma represent 587 new diagnoses.

0 Salivary gland type tumours are the rarest entity with only 62 dé&gnoses in the
Flemish Region between 2001 and 2010.

0 129 new cases of sarcomatoid carcinoma are observed.

o0 Undifferentiated carcinoma accounts for 659 new lung cancer cases.

Figure85. Epithelial Tumours of Lung: Age Specific diecice by Histology in Males and Females
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9 Due to its high rates, large cell carcinoma is not represented.

1

age of 50 years, incidence rates increase. The highesleimzé rates are observed around

the age of 75 years.

1 For females, well differentiated endocrine carcinoma is the most common rare lung cancer
entity. This tumourtype already occwgat an early age.

1 The age specific incidence rates for bronchialeeolarcarcinoma start to increase around
the age of 50 years.

9 Salivary gland type tumours and sarcomatoid carcinoma are very rare, the highest incidence
rates are observed around the age of 7B years.
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Figure86. Epithelial Tumours ofling: Stage Distribution by Histology and Sex
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9 Stageinformation is available in 80% or more of all lung cancer cases. The only exception is

the undifferentiated carcinoma, where stage information is missing in more than 50% of all
diagnoses.

Bronchiolealveolar and well differentiated endocrine carcinoma have the best prognostic
stage distribution. About 50% of all new diagnoses is stage | in males; in females this
increases to 60% for bronchieldveolar and almost 70% for well differentiateshdocrine
carcinoma.

Large cell and undifferentiated carcinoma in males and females and sarcomatoid carcinomas
in females have the worst prognostic stage distribution, with more than 50% stage IV
tumours.
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2.3 Trends

Figure87. Rare Lng Cancer Entities: Age Standardised Incidence by Histology in Males and é(ttalee year moving

average)
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1 Large cell carcinoma (not represented due to the high incidence rates) and undifferentiated
carcinoma show very large decreasing trends in ts®kes. This decrease is largely due to
more specifications in registration practices.

= =4

Well differentiated carcinoma seems to increase in both sexes.
Salivary gland type tumours, bronchieddveolar carcinoma and sarcomatoid carcinoma tend

to decrease in rales and increase in females, however none of these trends are significant.

2.4 Survival
2.4.1 Overall Survival

Table53. Epithelial Tumours of LungOverall Survival

atrisk 1year 3year S5year 10year 5 yearCl

N
EPITHELIAL TUMOURS OF LUNG 35,619
Squamous cell carcinoma with variants 8,953
Adenocarcinoma with variants 11,228
Large cell carcinoma 3,240
Well differentiaded endocrine carcinoma 481
Poorly differentiated endocrine carcinoma 7,100
Bronchiolo-alveolar carcinoma 483
Salivary gland type tumours 57
Sarcomatoid carcinoma 116
Undifferentiated carcinoma 591

42.2
47.3
45.3
39.0
73.8
33.3
69.8
61.4
41.4
30.3

Observed Survival

18.6 13.3 7.6
224 16.2 8.6
20.2 138 7.8
16.9 124 7.0
61.3 56.7 50.7

8.8 6.0 2.8
443 342 220
49.0 327 235
30.1 216 9.2
11.4 8.0 5.5

Relative Survival
1year 3year 5year 10 year

[129;137]] 435 202 153 10.3
[15.4;17.1)] 489 246 191 122
[13.1;145| 463 215 153 9.9
[11.2;136]] 403 185 145 10.1
[51.9;61.2]] 751 643 614 61.9
[5.4:66] 341 94 67 36
[29.6;38.8]| 714 474 384 288
[19.4;46.6]] 625 512 355 26.7
[14.4;29.9]| 423 320 241 145
[6.0;10.4] 314 126 94 78

1 Epithelial tumours of the lung can in general be considered as tumouhs avvery low
survival that steeply declines from diagnosis, withyear relative survival of only 43.5% and
a 3year relative survival of 20.2%. Thereafter, survival decreases less steeply to reach a 10

year relative survival of 10.3%.

5year Cl
[14.8 ; 15.7]
[18.1; 20.0]
[14.6 ; 16.1]
[13.2;15.9]
[56.2 ; 66.3]
[6.0; 7.4]
[33.3; 43.6]
[21.1; 50.6]
[16.0; 33.3]
[7.0; 12.21]

1 Although almost all subtypes have a bad prognosis, differences can be observed. The best
survival is observed for well differentiated endocrine carcinoma with-yeds relative
survival of 61.4%. Poorly differentiated endocrine carcinoma and undifferedtiercinoma
on the other hand, have the worst survival. In the group of the poorly differentiated
endocrine carcinoma, only one third of the patients survive the first year and less than 10%
are still alive at three years after diagnosis.
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2.4.2 Survival by Sex

Table54. Epithelial Tumours of LungSurvival by Sex

N Obsenved Sunival Relative Survival

VEES atrisk 1year 3year 5year 5yearCl 1lyear 3year S5year 5yearCl

EPITHELIAL TUMOURS OF LUNG 27,7991 40.5 17.1 12.0 [11.6; 12.4] 41.9 18.9 14.1 [13.6; 14.6]
Squamous cell carcinoma with variants 7,928 47.4 22.0 159 [15.0;16.8]] 49.1 243 18.8 [17.8;19.9]
Adenocarcinoma with variants 7,903 424 181 123 [11.6;13.1]] 435 19.6 14.0 [13.2;14.9]
Large cell carcinoma 2,715 39.3 169 122 [11.0;13.5]] 40.6 18.7 14.6 [13.1;16.1]
Well differentiaded endocrine carcinoma 251 64.1 49.6 439 [37.4;50.3]] 656 52.6 48.3 [41.1;55.3]
Poorly differentiated endocrine carcinoma 5,455 30.8 7.6 5.0 [4.4;57] 318 8.3 5.8 [5.1;6.5]
Bronchiolo-alveolar carcinoma 287 64.5 39.5 29.0 [23.5; 34.7] 66.2 42.6 33.0 [26.7; 39.5]
Salivary gland type tumours 39] 539 409 293 [14.9:;45.4]| 552 434 327 [16.5;50.7]
Sarcomatoid carcinoma 86] 419 31.4 21.7 [13.4;313]] 429 33.6 245 [15.1;35.3]
Undifferentiated carcinoma 466 30.7 11.2 7.4 [5.2;10.0]] 31.9 12.6 8.9 [6.3;12.1]

N Obsenved Sunival Relative Sunival

Females 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl

EPITHELIAL TUMOURS OF LUNG 7,820 48.4 23.7 17.8 [16.9; 18.7] 49.2 24.8 19.3 [18.3; 20.3]
Squamous cell carcinoma with variants 1,025 46.2 252 19.1 [16.6;21.8]] 47.0 26.4 20.8 [18.0; 23.7]
Adenocarcinoma with variants 3,325 521 251 17.2 [15.8;18.6]] 52.8 26.1 184 [16.9;19.9]
Large cell carcinoma 525 37.7 169 13.0 [10.2;16.2]] 38.3 17.8 14.3 [11.2;17.8]
Well differentiaded endocrine carcinoma 230 84.4 743 70.7 [64.1;76.4]] 854 77.0 757 [68.6;81.7]
Poorly differentiated endocrine carcinoma 1,645 414 126 9.1 [7.6;10.7]] 419 131 9.7 [8.1;11.4]
Bronchiolo-alveolar carcinoma 196 77.6 51.3 42.1 [34.4;49.6] 79.1 544 46.6 [38.1;54.9]
Salivary gland type tumours 18 * * * * * * * *
Sarcomatoid carcinoma 30 * * * * * * * *
Undifferentiated carcinoma 125 28.8 11.9 10.2 [5.7;16.3]] 29.3 124 11.0 [6.1;17.5]

9 For almost all subtypes at all observed time points, survival is better for females than for
males.

1 The sex difference is most pronounced for the well differentiated endoarareinoma (5
year relative survival in males: 48.3% versus 75.7% in females) and broraihexitar
carcinoma (5year relative survival in males: 33.0% versus 46.6% in females).

2.4.3 Survival by Age Group*

Figure88. Epithelial Tumous of Lungg Relative Survival by Age Group

Epithelial Tumours of Lung

Relative Survival (%)
1%
o

30
o ————
10
0 T T T T 1
) 1 2 3 4 5

Survival Time (years)

0-59 ——60-74

75+

1 Although prognosis is poor for all age groups, survival is inversely related with the age of the
patient at diagnosis, with the highest survival for patients in #ge group €69 yearsold
(5-year relativesurvival: 19.8%) and the lowest in the age group 75+ years ejgad
relative survival: 9.1%).

* Survival by age group is not displayed for saliggayd type tumours of lung because none of the age groups have a
number at risk higher than 35.
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Figure89. Squamous Cell Carcinoma, Adenocarcinoma, Large Cell Carcinoma, Well Differentiated Endocrine Carcinoma,
Poorly Differentiated Endocrine Carcinoma, Bronchiefdveolar Carcinoma, Sarcomatoid Carcinoma and

Undifferentiated Carcinoma of LurggRelative Survival by Age Group
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* Survival for the oldest age group (75+) is not shown because the number at riskeiighan 35.
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24.4

for the subtypes squamous cell carcinoma, adenocarcinoma, poorly differentiated endocrine
carcinoma and undifferentiated carcinoma, the difference in survival between the different
age groups is similar to the results described for all egath&timours of the lung together.

For the large cell carcinoma, no age difference can be observed between the age gffups 0
years and 6&/4 years, although patients aged 75 and above at diagnosis have a worse
prognosis.

Differences in survival by ageogips are larger for well differentiated endocrine carcinoma.
Especially the youngest age group5® years) has a much better survival rateyéar
relative survival: 77.6%) than the older age groupygéar relative survival rate: 53.3% for
age group 674 years and 45.5% for age groups 75+ years).

For bronchiolealveolar carcinoma, survival is similar for the youngest and middle age group
from 3 years after diagnosis onwardsy@ar relative survival: 42.5% for the age group0
years and 42.7% for thega group 6674 years), but is much worse for the oldest age group
(5-year relative survival: 29.1%).

Contrary to most cancer types, survival is better for the middle age group than for the
youngest age group for sarcomatoid carcinoma at all observatioings

Survival by Stages

Figure90. Epithelial Tumours of LungRelative Survival by Stage
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Patients with a stage | epithelial tumour of the lung have a clearly better prognegesa(s
relative survival of 51.1%) than patiemgnosed with a more advanced disease stage.
Prognosis is very poor for patients diagnosed with a stage Il or IV tumour. Already one year
after diagnosis, relative survival has dropped to 43.3% for stage Ill and 19.3% for stage IV.
Thereafter, survivalantinues to decrease to reach ay®ar relative survival of 11.8% for
stage Il and 2.5% for stage IV.

® Survival by stage is not displayexd the salivarygland type tumours (all stages number at risk lower than 35) and the
sarcomatoid carcinoma (only stage IV with a number at risk higher than 35).
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Figure91. Squamous Cell Carcinoma, Adenocarcinoma, Poorly Differentiated Endocrine Carcinoma, Large Cell Carcinoma,
Well Differentiated Endocrine Carcinoma, Undifferentiated Carcinoma and Bronchisleolar Carcinoma of Lung
Relative Survival by Stage
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* Stage Il is not shown because the number at risk is lower than 35.
** Stage | and Il are not shown because thanbers at risk are lower than 35.
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9 For alenocarcinoma with variants of the lung, survival is better for the lower staggedb
relative survival for stage |: 58.3% and stage Il: 35.8%) than the earlier described survival of
all epithelial tumours of théung together.

1 Well differentiated endocrine carcinoma, especially the stage-ye@s relative survival:
91.7%) and stage Il tumoursyBar relative survival: 28.9%) have a better prognosis than all
other lung cancers of the same stage.

1 On the contrarypoorly differentiated endocrine carcinoma has a poor survival for all stages,
with a 5year relative survival for stage | tumours of only 29.8% and for stage IV tumours
under 10% after two years of folloup.

1 The brochiolealveolar carcinoma has a bettsurvival for stage | than is usually seen for lung
tumours, with a Syear relative survival of 67.8%.

3 Epithelial Tumours of Thymus®

3.1 General Results

Table55. Epithelial Tumours of Thymus: Incidence, Trends, Survival
Flemish Region 2001-2010 Incidence Trend Survival

Both Sexes EAPC Relative Survival
CR WSR Avg Age p-value N atrisk 5yr (%)
EPITHELIAL TUMOURS OF THYMUS R 144 0.24 0.14 62 -3.8 0.279 126 72.6
Malignant thymoma R 117 019 0.12 62 -3.3 0.425 104 77.8
Squamous cell carcinoma of thymus R 10 0.02 o0.01 63 * * 9 *
Undifferentiated carcinoma of thymus R 2 0.00 0.00 74 * * 2 *
Lymphoepithelial carcinoma of thymus R 0 - - - - - 0 -
Adenocarcinoma with variants of thymus R 5 0.01 0.00 66 * * 2 *

\EEES EAPC Relative survival

CR WSR Avg Age % p-value Natrisk 5yr (%

EPITHELIAL TUMOURS OF THYMUS R 83 0.28 0.16 62 -0.4 0.948 71 73.3
Malignant thymoma R 67 0.22 0.13 62 5.5 0.424 58 76.5
Squamous cell carcinoma of thymus R 5 0.02 o0.01 61 * * 5 *
Undifferentiated carcinoma of thymus R 1 0.00 0.00 88 * * 1 *
Lymphoepithelial carcinoma of thymus R 0 - - - - - 0 -
Adenocarcinoma with variants of thymus R 3 0.01 0.01 67 * * 1 *

Relative survival
CR WSR Avg Age: N atrisk  5yr (%

EPITHELIAL TUMOURS OF THYMUS R 61 0.20 0.12 62 -7.3 0.031 55 71.6
Malignant thymoma R 50 0.16 0.10 62 -9.5 0.059 46 79.1
Squamous cell carcinoma of thymus R 5 0.02 o0.01 65 * * 4 *
Undifferentiated carcinoma of thymus R 1 0.00 0.00 60 * * 1 *
Lymphoepithelial carcinoma of thymus R 0 - - - - - 0 -
Adenocarcinoma with variants of thymus R 2 0.01 0.00 64 * * 1 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

3.2 Incidence

1 144 new epithelial tumours of the thymus are diagnosed in the Flemish Region between
2001 and 2010.

1 The male/female ratio is 1.4.

® Survival by stage is not reported for the epithelial tumours of the thymus because staguoigisssible according to the
TNM rules.
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1 RARECARE defines five rare entities:

0 The majority of thymic tumours are thymoma (81%). Type B thymoma is most
commonly observed.

o0 Sguamous cell carcinoma represents only 10 cases.

o One undifferentiated carcinoma in males and one in females is observed in the
Flemish Region between 2001 and 2010.

0 Lymphoepithelial carcinoma is not observed.

o0 Only 5 adenocarcinoma of thymus are registered.

Table56. EpithelialTumours of Thymus: Histological Distribution
Flemish Region 2001-2010 Males Females

EPITHELIAL TUMOURS OF THYMUS 83 61
Malignant thymoma 67 50
Thymoma, malignant, NOS 27 19
Malignant thymoma, type AB 7 4
Malignant thymoma, type A 5 3
Malignant thymoma, type B 17 17
Malignant thymoma, type C 11 7
Squamous cell carcinoma of thymus 5 5
Undifferentiated carcinoma of thymus 1 1
Lymphoepithelial carcinoma of thymus - -
Adenocarcinoma with variants of thymus 3 2
Adenocarcinoma NOS 2 1
Papillary adenocarcinoma, NOS - 1

Figure92. Malignant Thymoma: Age Specific Incidence
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1 Incidence rates for malignant thymoma are comparable between males and females.
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3.3 Survival
3.3.1 Overall Survival

Table57. Epithelial Tumours of ThymusOverall Survival

N Observed Sunival Relative Survival
atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
EPITHELIAL TUMOURS OF THYMUS 126] 889 68.8 657 520 [66.3;735]] 906 729 726 66.9 [62.2;81.3]
Malignant thymoma 104] 923 748 711 586 [60.8;79.1]] 939 79.0 77.8 73.4 [66.5;86.6]
Squamous cell carcinoma 9 * * * * * * * * * *
Undifferentiated carcinoma 2 * * * * * * * * * *
Lymphoepithelial carcinoma 0 - - - - g - - - - -
Adenocarcinoma with variants 2 * * * * * * * * * *

9 Survival is rather good for patients diagnosed with an epithelial tumour of thymus, with a 1
year relative survival of 90.6% and-géar relativesurvival of 72.6%.

1 Although the majority of patients with an epithelial tumour of the thymus are diagnosed
with a malignant thymoma, survival of this subtype is somewhat higher than survival of all
epithelial tumours of the thymus together.

3.3.2 Survival by Sex

Table58. Epithelial Tumours of ThymusSurvival by Sex
N Observed Survival Relative Survival

atrisk 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF THYMUS 71 873 70.0 644 [51.5;74.7] 895 754 73.3 [58.7; 85.0]
Malignant thymoma 58] 89.7 754 68.4 [53.9;79.2 91.5 804 76.5 [60.2; 88.5]
Squamous cell carcinoma 5 * * * * * * * *
Undifferentiated carcinoma 1 * * * * * * * *
Lymphoepithelial carcinoma 0| - - - N - - - N
Adenocarcinoma with variants 1 * * * * * * * *

Obsened Sunival Relative Sunival
1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF THYMUS 55 90.9 67.2 67.2 [52.5;78.2] 92.2 69.9 71.6 [55.9; 83.5]
Malignant thymoma 46] 95.7 741 741 [58.0;84.8]] 97.0 77.2 79.1 [61.8;90.6]
Sqguamous cell carcinoma 4 * * * * * * * *
Undifferentiated carcinoma 1 * * * * * * * *
Lymphoepithelial carcinoma 0 - - - - - - - -
Adenocarcinoma with variants 1 * * * * * * * *

1 Survival rates for epithelial tumours of thymus are very comparable between both sexes.

3.3.3 Survival by Age Group

Figure93. Epithelial Tumours oThymusg Relative Survival by Age Group
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* Survival is not shown for patients in the age groupdOyears old because the number at risk is lower than 35.
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91 Survivais similar for the age group®-64 years and the age group 65 years and older.
Figure94. Malignant Thymomag, Relative Survival by Age Group
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* Survival is not shown for patients in the age group4dOyears old because the number at risk is lower than 35.

1 Because almost all patients with an epithelial tumour of thymus are diagnosed with a
malignant thymoma, survival by age group is similar to the earlier described survival of all
epithelial tumours of the thymus together. However, they&ar relative survival is almost
15% higher in the oldest group than in thge group 5%4 years.

4 Malignant Mesothelioma

4.1 General Results

Table59. Epithelial Tumours of Mesothelioma: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival

Both Sexes EAPC Relative Survival
CR WSR Avg Age %  p-value N atrisk 5yr (%)
MALIGNANT MESOTHELIOMA R | 1,608 2.64 1.3 69 1.1 0.433 1,427 5.1
Mesothelioma of pleura and pericardium R | 1,476 2.43 1.2 69 1.3 0.334 1,310 4.5
Mesothelioma of peritoneum and tunica vaginalis | R 116 0.19 0.1 64 1.5 0.453 104 14.0
Relative survival
CR WSR Avg Age: N atrisk  5yr (%
MALIGNANT MESOTHELIOMA R | 1,343 4.48 235 69 0.3 0.791 1,184 4.5
Mesothelioma of pleura and pericardium R | 1,245 4.15 2.16 69 0.8 0.512 1,098 4.2
Mesothelioma of peritoneum and tunica vaginalis | R 84 0.28 0.17 64 -0.9 0.756) 75 9.8

Relative survival

CR WSR Avg Age: N atrisk  5yr (%

MALIGNANT MESOTHELIOMA R 265 0.86 0.40 69 4.4 0.162 243 7.9
Mesothelioma of pleura and pericardium R 231 075 0.34 69 3.4 0.322 212 5.8
Mesothelioma of peritoneum and tunica vaginalis | R 32 0.10 0.06 65| 10.1 0.077 29 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

4.2 Incidence
1 1.608 new malignant mesothelioma are diagnosed in the Flemish Region betweear2d01

2010.
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1 The male/female ratio is 5.9.
1 RARECARE defines two rare entities based on the primary localisation:
o The majority of malignant mesothelioma are of pleural and pericardial origin (92%).
The male/female ratio i6.4.
o Only 116 mesothelioma originate from the peritoneum or tunica vagindlise
male/female ratio is 3.0.

Table60. Epithelial Tumours of Mesothelioma: Morphological Distribution by Sex

Flemish Region 2001-2010 Males Females Total
MALIGNANT MESOTHELIOMA 1343 265 1608
Mesothelioma of pleura and pericardium 1245 231 1476
Epithelioid malignant mesothelioma 493 92 585
Sarcomatoid malignant mesothelioma 119] 15 134
Mesothelioma of peritoneum and tunica vaginalis 84 32 116
Epithelioid malignant mesothelioma 47, 14 61
Sarcomatoid malignant mesothelioma 2 1 3

9 Less than one out of ten diagnoses of pleuralgericardial) mesothelioma is of sarcomatoid
histology.
1 Epithelioid histology is most frequently observed, independent of the site of origin.

Figure95. Malignant Mesothelioma: Age Specific Incidence

Age Specific

~ ~
e n
> )

WSR (N/100,000)
o
a
3

100 -

. ’/____/’\-\.

00- 05 10- 15 200 25 30 35 400 45 50 55 60 65 70 75 80 85
Year

~#-Males ~@-—Females

1 Age specific incidenagates start to increase around the age of 50 years.
1 The increase in males is more pronounced than the increase in females.
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Figure96. Malignant Mesothelioma: Stage Distribution by Sex
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1 Information on clinical stage is available in about half of the mesothelioma cases.
Pathological staging #0% missingp rarely available.
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4.3 Trends

Figure97. Malignant Mesothelioma: AgeStandardised Incidence by RARECARE Eatityby Age Group in Males and

Females (three year moving average)
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1 The incidence rates for mesothelioma (both subtypes) in females are increasing, however no

significant trend is observed.

1 In males, the rates for pleural mesothelioma increase untiE2@APC 2062005 = 4.0% [p =
0.400]), between 2005 and 2010 they decrease (EAPGZ2005=2.7% [p = 0.079]).

1 Incidence rates for mesothelioma decrease in patients younger than 65 years of age, while in

the older age groups the rates are increasing, the trends are not significant.
0 Age group &4 years: males: EAPG3:1% [p = 0.149]; females: EAPD 5% [p =

0.914]

0 Age group 6574 years: males: EAPC = 2.8% [p = 0.116]; females: EAPC = 11.6% [p =

0.077]

0 Age group 75+ years: males: EAPC = 3.4%(©64]; females: EAPC = 7.5% [p =

0.185]
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4.4 Survival

4.4.1 Overall Survival

Table61. Malignant Mesotheliomag Overall Survival

N Observed Sunvival Relative Survival
atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
MALIGNANT MESOTHELIOMA 1,427 44.4 10.5 4.4 2.3 [3.3;57]] 457 114 5.1 3.1 [3.8; 6.6]
Mesothelioma of pleura and pericardium 1,310 44.4 9.6 3.8 15 [2.8;5.1]] 45.7 104 4.5 2.2 [3.3; 6.0]
Mesothelioma of peritoneum and tunica
vaginalis 104 46.6 225 133 114 [6.9;21.8]] 478 237 140 122 [7.2;23.1]

9 Survival is very bad for patients diagnosed with a malignant melanoma. Less than half of the
patients surviveshe first year after diagnosigour years later, 5.1% of patients are still alive.

9 Although survival is poor for all localisations the malignant mesothelioma, survival is
somewhat better for the peritoneum and tunica vaginalis than for the pleural@eatardial
localisations.

4.4.2 Survival by Sex

Table62. Malignant Mesotheliomag Survival by Sex
I\ Obsened Sunvival Relative Survival

WEES atrisk 1year 3year S5year 5yearCl 1lyear 3year S5year 5yearCl
MALIGNANT MESOTHELIOMA 1,184 44.1 9.7 3.8 [2.7 ; 5.2] 45.5 10.6 4.5 [3.2; 6.1]

Mesothelioma of pleura and pericardium 1,098] 44.3 9.1 3.6 [25;5.0]] 457 9.9 4.2 [2.9;5.8]

Mesothelioma of peritoneum and tunica

vaginalis 75| 432 195 9.1 .3, 18. 44.5

N Obsened Sunival Relative Sunival
atrisk 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl

MALIGNANT MESOTHELIOMA 243 45.7 14.3 7.1 [41;11.3] 46.6 15.2 7.9 [4.5;125]

Mesothelioma of pleura and pericardium 212 448 123 5.1 [25;9.1]] 457 131 58 [2.9;104]

Mesothelioma of peritoneum and tunica

vaginalis 29 * * * * * * * *

9 Survival steeply declines after diagnosis for both males and females, although more long
term survivors are observed in the femalepulation.

4.4.3 Survival by Age Group

Figure98. Malignant Mesotheliomag Relative Survival by Age Group
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1 Although very small differences between the age groups can be observed, survival at five
years of followup is 10% or lower faall age groups.
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Figure99. Mesothelioma of Pleura and PericardiurRelative Survival by Age Group
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1 Because almost all patients with a malignant mesothelioma are diagnosed with a
mesothelioma of the pleura or pericardiursurvival by age group is very similar to the
results for all malignant mesothelioma together.

4.4.4 Survival by Stage

Figure100. Malignant Mesothelioma Relative Survival by Stage
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9 At one year after diagnosis, survival differencesteetween the stages, ranging between a
relative survival of 66.3% for stage | tumours and 42.7% for stage IV tumours. However, at
five years after diagnosis, tumours of all stages have a survival rate of less than 10%.
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Figurel01 Mesothelioma of Pleura and PericardiunRelative Survival by Stage
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1 Because almost all patients with a malignant mesothelioma are diagnosed with a

mesothelioma of the pleura or pericardium, survival by stage is very similar to the results for
all malgnant mesothelioma together.
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1 Breast Tumours

1.1 General Results

Table63. Epithelial Tumours of Breast: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Females EAPC Relative survival
R/C N CR WSR Avg Age: % p-value Natrisk 5yr (%
EPITHELIAL TUMOURS OF BREAST (FEMALES) C |54,477 176.81 105.36 61 -0.7 0.010 52,976 87.5
Invasive ductal carcinoma of breast C 41,893 135.97 82.11 61 0.5 0.057 40,490 88.1
Invasive lobular carcinoma of breast C | 6,945 2254 12.94 63 -1.3 0.076 6,672 88.7
Mammary Pagetods di seaspR¢f 208r 6.68s5 t0.38 63| -10.5 0.002 205 83.4
Special types of adenocarcinoma of breast R | 1,145 3.72 205 63 -6.0 0.007 1,112 96.8
Metaplastic carcinoma of breast R 166 0.54 0.29 64| 10.8 0.059 157 69.7
Salivary gland type tumours of breast R 66 0.21 0.12 63 2.6 0.749 61 92.5
Epithelial tumour of male breast R 503 1.68 0.91 67 -1.4 0.415 430 76.0

R/C: Rare or common

CR: Crude rate (N/100,000 person years)
WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

1.2 Incidence

1 54,980 new epithelialumours of the breast are diagnosed in the Flemish Region between
2001 and 2010.

=a =

The male/female ratio is 0.01.
Five rare histological entities are considered in the RARECARE list. With 2,089 new diagnoses

between 2001 and 2010, thegpresent less than 4% off all breast cancer cases.

(0]

Male breast cancer is grouped as one rare entity, regardless of histology, thus
including ductal carcinoma. Between 2001 and 2010 there are 503 Flemish males
diagnosed with breast cancer.

t I 3S 0 Q Zof theb@éStade@unts for 209 new diagnoses in females. Comparing

GKS AYOARSYOS F2NJtF3SGiQa RA&ASIAaS Aa RATFT
t3S60Qa RA&SIFAS YlIe @INE 0SG6SSy NBIAEIGN]
Cancer Registry, 9oa ARSNJ t I 3SiQa RA&SIaAS 6AGK2dzi |
invasive behaviour as an in situ malignancy, while other registries may code by
default this tumour as a malignant disease.

I GARS QINARSGE 2F NINB | RSy20I Mpesyi2 YI N
FRSYy20FNDAY2YFQd ¢KS Y2ad O2Yyyzy Ge&Llsa |
tubular adenocarcinoma (25%) and medullary carcinoma (19%).

Metaplastic carcinomas represent about 10% of all rare female breast cancers.

Salivary gland type tumours are theast common rare care entity with only 66 new

diagnoses between 2001 and 2010.
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Table64. Rare BeastCancers: Histological Subtypes &\ge Groups
E]

Label
Mammary Pagetds disease of bre
Special types of adenocarcinoma of breast
Tubular adenocarcinoma
Mucinous carcinoma
Medullary carcinoma, NOS
Papillary adenocarcinoma, NOS
Cribriform carcinoma
Apocrine adenocarcinoma
Secretory carcinoma
Glycogen-rich clear cell carcinoma
Lipid-rich carcinoma
Oncocytic carcinoma
Metaplastic carcinoma of breast
Squamous carcinoma
Adenosquamous carcinoma
Adenocarcinoma with cartilaginous and osseous metaplasia
Adenocarcinoma with spindle cell metaplasia
Metaplastic carcinoma of breast, NOS
Salivary gland type tumours of breast
Mucoepidermoid carcinoma
Adenoid cystic carcinoma
Myoepithelial carcinoma
Acinic cell adenocarcinoma

a st 209
1,145
214

564

285

41

15

21

4

1
166
14
25
3
124
66
3
34

4
25

13.2%
72.2%
13.5%
35.6%
18.0%
2.6%
0.9%
1.3%
0.3%

0.1%

10.5%
0.9%
1.6%

0.2%
7.8%
4.2%
0.2%
2.1%
0.3%

1.6%

O N

w

13.4%
73.3%
16.6%
20.2%
34.4%

1.2%

0.3%
0.6%

9.2%
0.6%
1.2%

7.4%
4.2%

2.1%
0.3%
1.8%

50-69
87 13.7%
456 71.7%)
127 20.0%
180 28.3%
118 18.6%
12 1.9%
9 1.4%
8 1.3%
1 0.2%
1 0.2%
64 10.1%)
5 0.8%)
16 2.5%
1 0.2%
42 6.6%)
29 4.6%)
17 2.7%)
1 0.2%

11

1.7%

70+
77
442
31
316
51
25
6
12
1

12.6%
72.1%
5.1%
51.5%
8.3%
4.1%
1.0%
2.0%
0.2%

11.6%
1.1%
0.8%

0.3%
9.3%
3.8%
0.5%
1.6%
0.3%
1.3%

Rare epithelial tumours of female breast 1,586 37 636 613

9 The distribution of rare breast cancer entities varies only slightly with age.gfeatest
change is observed for the main special types of adenocarcinoma.
0 Medullary carcinomas represent 1 out of 3 rare cancer entities in patients younger
than 50 years of age. Their contribution decreases to 19% in patients between the
age of 50 and ® years. In the oldest age group, less than 1 out of every 10 new
diagnoses are medullary carcinomas.
o0 More than half of all rare breast cancers diagnosed in patients of 70 years and older
are mucinous carcinoma. Under the age of 50 years, they represdgntl out of 5

rare cancers.

o Tubular carcinomas are more often diagnosed in patients under the age of 70 years,
thereafter, only 5% of rare cancers are tubular carcinoma.

Figure102 (left) Rare Breast Cancers: Age Specific lecak in Females, Flemish Region 2€110; (right) Special Types
of Adenocarcinoma of Breast: Age Specific Incidence in Females, Flemish Regic22ID1
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years.After the age of 55, the rates decrease slightly.
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0 The increasen very young patients is mainly driven by an increase in medullar
carcinoma. The rates for medullar carcinoma increase only slightly until the age of 50
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o From the age of 40 years, tubular carcinoiaidence rates start to increase to

reach a peak at 50 yearEhen the incidence rates decrease.

0 Mucinous carcinoma incidence rates increase from the age of 40 years and they keep

increasing rapidly. With increasing age, mucinous carcinoma becomes mdre a
more the predominant rare breast cancer type.

AYOARSYOS NI idSa T2N) tl3sSdiQa

tumours increase slowly with age.

Figure103. Epithelial Tumours of Breast: Stage Distributiby Morphology
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0 About 90% of tubular carcinomas are diagnosed in stage |.

0 Half of the mucinous carcinomas are diagnosed in stage | and an additional 40% in

stage |I.

0 Medulary carcinoma is diagnosed for 40% in stage | and 50% in stage II.

1 Metaplastic carcinoma has the most unfavorable stage distribution of the rare female breast
cancer entities with more than 20% of cases diagnosed in stage Il or IV.

1 Salivary gland beest cancer present for 40% in stage | and 50% in stage Il.
1 Male breast cancer has a fairly poor prognostic stage distribution with 10% stage IV and a

little more than 20% stage 1.
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1.3 Trends

Figurel04. RareBreast Cancer and Specigypes Breast Adenocarcinoma: A§éandardised Incidence in Females (Three
yearmovingaverageg

Rare Breast Cancer Special Types Breast Adenocarcinoma:
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e
20 08
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=
=

0.2
Year

Mammary Paget's disease of breast 0.0
—=—Special types of adenocarcinoma of breast

Metaplastic carcinoma of breast
—=—Salivary gland type tumours of breast Tubular carcinoma  —s—Mucinous carcinoma Medullar carcinoma
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Year

T ! &AAIYATFTAOFIY(Hd RSONBIFraS Aa 20aSNBBSR Ay tl3Sic¢
comparable registration practices (no invasive Paget by default) in the hospitals cannot be
excluded.

1 Special types adenocarcinomas decrease significantly.
0 Tubular @arcinomas decrease annually with 9.3% (p = 0.010).
0 Medullar carcinomas decrease significantly with 7.1% each year (p = 0.009).
0 Mucinous carcinomas show a slight decrease but teadris not significant (EAPC =
1.6% [p = 0.258]).
1 Metaplastic and salivaryland type carcinoma incidence increase, but the trends are not yet
significant.
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1.4 Survival
1.4.1 Overall Survival

Table65. Epithelial Tumours of BreastOverall Survival

N Obsenved Sunival Relative Survival
atrisk 1year 3year 5year 10year 5yearCl 1year 3year 5year 10year 5yearCl
EPITHELIAL TUMOURS OF BREAST 52,976] 955 87.4 80.2 66.8 [79.8;80.6]] 971 920 875 80.1 [87.1;87.9]
Invasive ductal carcinoma 40,490 96.1 882 812 682 [80.8;81l6)]] 977 926 881 811 [87.7;88.6]
Invasive lobular carcinoma 6,672] 957 882 80.6 64.6 [79.6;81.6]] 975 933 887 78.6 [87.5;89.8]
Mammary Pagetods diseape205 942 819 762 608 [69.2;814]] 959 863 834 749 [75.7;88.9
Special types of adenocarcinoma 1,112] 96.0 894 849 732 [825;87.0]] 985 968 96.8 951 [94.1;99.2]
Metaplastic carcinoma 157] 90.5 721 626 428 [54.3;70.5]| 925 76.8 69.7 54.8 [60.4; 78.5]
Salivary gland type tumours 61 91.8 864 845 779 [723;91.7]] 934 91.0 92,5 98.1[79.2;100.3]
Epithelial tumour of male breast 430 90.2 76.8 63.0 448 [57.7;67.8]] 937 86.0 76.0 658 [69.7;81.8]

1 Epithelial tumors of the male and metaplastic carcinoma in femédlage the worst
prognosis, with a fyear relative survival of 76.0% and 69.7% respectively.

9 The best prognosis is seen in the salivary gland type tumours and the special types of
adenocarcinoma with a-$ear relative survival of more than 90%.

1.4.2 Survival by Sex

Table66. Epithelial Tumours of BreastSurvival by Sex

N Observed Survival Relative Survival
WEIES at risk 1 year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF BREAST 430 90.2 76.8 63.0 [57.7;67.8]] 93.7 86.0 76.0 [69.7;81.8]

Invasive ductal carcinoma g - - - . - - - R
Invasive lobular carcinoma g - - - N - - - R
Mammary Pagetds diseape - - - - E - - - -
Special types of adenocarcinoma g - - - N - - - -
Metaplastic carcinoma g - - - i - - - -
Salivary gland type tumours g - - - i - - - -

Epithelial tumour of male breast 430 90.2 76.8 63.0 [57.7; 67.8 93.7 86.0 76.0 [69.7 ;81.8
Obsernved Sunival Relative Survival
at risk 1year 3year 5year S5yearCl 1lyear 3year 5year 5year Cl
EPITHELIAL TUMOURS OF BREAST 52,546] 955 87.5 80.4 [80.0;80.7]] 97.2 92.0 87.6 [87.2;88.0]
Invasive ductal carcinoma 40,490, 96.1 88.2 81.2 [80.8;81.6]] 97.7 92.6 88.1 [87.7; 88.6]
Invasive lobular carcinoma 6,672 957 88.2 80.6 [79.6;81.6]] 975 93.3 88.7 [87.5;89.8]
Mammary Paget ds di seape205 942 817 759 [69.2;814]] 958 86.1 83.0 [75.7;88.9]
Special types of adenocarcinoma 1,112] 96.0 89.4 849 [825;87.0]] 985 96.8 96.8 [94.1;99.2]
Metaplastic carcinoma 157 905 72,6 63.0 [54.3;70.5] 924 77.3 70.1 [60.4;78.5]
Salivary gland type tumours 61] 91.8 86.4 845 [72.3;91.7]] 934 91.0 92.5[79.2;100.3]

Epithelial tumour of male breast g - - - N - - - -

9 Epithelial tumours of the breast have a much worse prognosis in males than in females.
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1.4.4 Survival by Age Group

Figurel05. Epithelial Tumours oBreast- Relative Survival by Age Group

Epithelial Tumours of Breast
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1 Prognoses of the-84 years and 569 years age groups are comparable.

1 The oldest patients (70 years and older) have a worse prognosis, with a difference in relative
survival at 5 years of about 10% compared withiryger patients.

120

Belgian Cancer Registry



Figurel06. Invasive Ductal Carcinoma, Invasive Lobular Carcinoma, Special Types of Adenocarcinoma, Mammary Paget's
Disease, Metaplastic Carcinoma, Epithelial Tumours of Male BreRstlative Survival by Agéroup
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1 Except for the epithelial tumors of the male breast, thgear relative survival for the-84
years age group and 58 years age group is comparable in the different histological groups.

1 The oldest patients (70 years and older) have the twprsgnosis in the different histological
groups

121

Belgian Cancer Registry



1.4.5 Survival by Stage

Figurel07. Epithelial Tumours of BreastRelative Survival by Stage
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9 Survival depends on stage, with the best prognosis in stage | and the worst in stage V.
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Figure108. Invasive Ductal Carcinoma, Invasive Lobular Carcinoma, Special Types of Adenocarcinoma, Mammary Paget's

Disease, Metaplastic Carcinoma, Epithelial Tumours of Male BreR&stlative Survival by Stage
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1 Survival depeds on stage, with the best prognosis in stage | and the worst in stage V.

1 The relative 5 year survival of stage IV tumor varies between 20 and 30%, with the worst

prognosis seen in epithelial tumors of the male breast.
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1 Epithelial Tumours of Corpus Uteri

1.1 General results

Table67. Epithelial Tumours of Corpus Uteri: Incidence, Trends, Survival
Flemish Region 2001-2010 Incidence Trend Survival
Relative survival

N atrisk  5yr (%

EPITHELIAL TUMOURS OF CORPUS UTERI C| 7,629 24.76 12.45 68 -0.8 0.102 6,996 83.9
Adenocarcinoma with variants of corpus uteri C| 7,515 24.39 12.29 68 -0.5 0.277| 6,893 84.3
Squamous cell carcinoma with variants of corpus
uteri R 21 0.07 0.03 70 * * 15 *
Adenoid cystic carcinoma of corpus uteri R 0 - - - - - - -
Transitional cell carcinoma of corpus uteri R 0 - - - - - - -

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

1.2 Incidence

1 7,629 new epitheliatumours of corpus uteri are diagnosed in the Flemish Region between
2001 and 2010.

1 Of the three RARECARE entities, only squamous cell carcinoma is diagnosed. Neither adenoid
cystic carcinoma nor transitional cell carcinoma are observed in the Fl&wsiglon between
2001 and 2010.

Figure109. Squamous Cell Carcinoma with Variants of Corpus Uteri: Age Specific Incidence by Subtype

Squamous Cell Carcinoma with Variants of Corpus Uteri: Age Specific Incidence
by Subtype
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1 From the age of 40 years old, incidence rates for squamous cell carcinoma of corpus uteri
start to increase.

1.3 Overall Survival

Table68. Epithelial Tumours of Corpus UtegiOverall Survival
N Obsenved Sunvival Relative Survival

atrisk 1year 3year 5year 10year 5yearCl 1year 3year S5year 10year 5 yearCl
EPITHELIAL TUMOURS OF CORPUS UTERI 6,996 922 815 748 623 [73.7;759]] 942 871 839 804 [82.7;85.1]
Adenocarcinoma with variants 6,893] 926 819 753 627 [742;76.3]] 946 875 84.3 80.9 [78.8;82.9]
Squamous cell carcinoma with variants 15 * * * * * * * * * *

Adenoid cystic carcinoma g - - - - - - - - -
Transitional cell carcinoma g - - - - - - - - -

1 Prognosis of patients with an epithelial tumour of corpus uteri is good, withyeh
relative survival of more than 80%.

2 Epithelial Tumours of Cervix Uteri

2.1 General results

Table69. Epithelial Tumours of Cervix Uteri: Incidence, Trends, Survival
Flemish Region 2001-2010 Incidence Trend Survival
EAPC Relative survival

% p-value Natrisk 5yr (%

EPITHELIAL TUMOURS OF CERVIXUTERI C| 3635 11.80 8.18 53 -1.6 0.084 3,456 69.6
Squamous cell carcinoma with variants of cervix

uteri C| 2,806 9.11 6.33 53 -0.5 0.668| 2,674 70.8

Adenocarcinoma with variants of cenvix uteri R 578 1.88 1.26 54 0.4 0.750 543 67.1

Undifferentiated carcinoma of cenix uteri R 8 0.03 0.02 60 * * 7 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

2.2 Incidence

1 3,635 new epithelial tumours of cervix uteri are diagnosed in the Flemish Region between
2001 and 2010.
1 RARECARE defines three rare entities:
0 Squamous cell carcinoma should be classified as common in the Flemish Region
when following the RARECARE definition for rare tumours ( incidence < 6 / 100.000).
0 Adenocarcinoma represents about 16% of the epithelial dums of cervix uteri.
Almost all adenocarcinoma occur in the endocervix.
o Only 8 cases of undifferentiated carcinoma are registered in the Flemish Region
between 2001 and 2010.
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Figurel10. Epithelial Tumours of Cervix Uteri: A@pecific Incidence by Subtype

Epithelial Tumours of Cervix Uteri: Age Specific Incidence by Subtype
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91 Incidence rates for squamous cell carcinoma start to increase from an early age. A peak
incidence is observed around the age of3years.

1 Adenocarcinoma incidence rates start to increase around the age of 30 ydwsates
remain fairly stable with age.

1 Owverall, the age specific adenocarcinoma incidence rates are three to four times lower than
the rates for squamous cell carcinoma.

Figurelll Epithelial Tumours of Cervix Uteri: Stage Distriiom by Histology
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1 Information on stage (combined) is missing in about 30% of all cervical cancers, with a higher
percentage of missing information on clinical stage at diagnosis (70%) than on pathological
stage (50%).

Pathological stage is more oftatage | than clinically (respectively 70% and 40%).

Although overall distribution of combined staging for squamous cell carcinoma and
adenocarcinoma are similar, the latter histology type has a higher proportion of clinical stage
| tumours (>50% and 35%syeectively).

)l
1
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2.3 Trends

Figure112 Epithelal Tumours of Cervix Uteri: Aggtandardised Incidence by Histology
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1 No significant trends are observed in the Flemish Region between 2001 and 2010.
2.4 Survival

2.4.1 Overall Survival

Table70. Epithelial Tumours of Cervix UtegiOverall Survival

N Obsenved Sunvival Relative Survival
atrisk 1year 3year 5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
EPITHELIAL TUMOURS OF CERVIXUTERI 3,456 87.8 733 66.8 59.4 [65.2; 68.4] 88.6 75.2 69.6 64.8 [67.9; 71.3]
Squamous cell carcinoma with variants 2,674 884 743 679 609 [66.0;69.8]] 893 762 70.8 66.5 [68.8;72.7]
Adenocarcinoma with variants 543 865 716 642 539 [59.7;68.3]] 875 737 671 59.7 [62.5;71.4]
Undifferentiated carcinoma 7 * * * * * * * * * *

91 Survival of patients with an epithelial tumour of cervix uteri is rather good withyaat
relative survival of 88.6% andy®ar relative survival of almost 70%.

9 Survival is bettefor squamous cell carcinoma than for adenocarcinoma and this difference
becomes larger with a longer folleup.

2.4.2 Survival by Age Group

Figurel13. Epithelial Tumours of Cervix UtetiRelative Survival by Age Group
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91 Survival is dependent on the age of the patient at diagnosis. Patients younger than 45 have a
5-year relative survival of 85.7%, while this survival rate is lower for patients aged between
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45 and 59 years old (71.6%). For patients aged 60 years and &bgway, relative survival is

only 48.3%.
Figurel14. Squamous Cell Carcinoma and Adenocarcinoma with Variants of Cervix ¢JRalative Survival by Age Group
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9 Survival is similar between squamous cell carcinoma and adenocarciooitiie age groups
0-44 years old and 459 years old. For patients in the age group 60 years and older, survival

is much worse for the adenocarcinoma-\(@ar relative survival: 39.5% versus 50.9% for
squamous cell carcinoma).

2.4.3 Survival by Stage

Figurell5. Epithelial Tumours of Cervix UtetiRelative Survival by Stage
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9 Survival is highly dependent on the stage of the tumour, with aear relative survival
equal to 92.7% for stage | tumours and of only 15.0% for statyendurs.
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Figure116. Squamous Cell Carcinoma and Adenocarcinoma with Variants of Cervix ¢ JRziative Survival by Stage
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* Survival of stage IV is not shown because the number at risk is lower than 35.

9 Survival is only sinait between squamous cell carcinoma and adenocarcinoma for the low
stage | tumours.

1 The difference between squamous cell carcinoma and adenocarcinoma is enormous for stage
Il tumours. Survival is much lower than expected for a stage Il adenocarcinomis @Vves
lower than the survival for stage Ill adenocarcinoma.

1 For stage Il tumours, squamous cell carcinomas have a more than 10% better survival than
adenocarcinoma (55.6% versus 44.1%).

3 Mixed Epithelial and Mesenchymal Tumours of Uterus

3.1 General Results

Table71. Mixed Epithelial and Mesenchymal Tumours of Uterus: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival

EAPC Relative survival

R/C N CR WSR Avg Age % p-value Natrisk 5yr (%

MIXED EPITHELIAL AND MESENCHYMAL TUMOURS OF
UTERUS R 421 137 0.63 69 -0.1 0.965] 270 38.5

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

3.2 Incidence

1 421 new epithelial tumours of mixed epithelial and mesenchymal tumours of uterus are
diagnosed in the Flemish Region between 200d 2010.

1 This layer 1 group is classified as rare by RARECARE, no additional level 2 entities are defined.
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Figure117. Mixed Epithelial and Mesenchymal Tumours of Uterus: Age Specific Incidence
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1 Age specific incidence ratesrease from the age of 40 years old.
3.3 Trends

Figurel18 Mixed Epithelial and Mesnchymal Tumours of Uterus: Adgtandardised Incidence

Mixed lial and T f Uterus: Age
Incidence

0.80

0.70 -

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010
Age category

=

No significant changes are observed over time.

3.4 Survival ’
3.4.1 Overall Survival

Table72. Mixed Epithelial and Mesenchymal Tumours of Utery©verall Survival
N Obsenved Sunival Relative Sunvival

atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl

MIXED EPITHELIAL AND MESENCHYMAL
TUMOURS OF UTERUS 270) 66.7 40.7 342 27.7 [28.3;40.2]] 68.2 435 385 344 [31.9;45.72]

1 Prognosis is poor for patients diagnosed with a mixed epithelial and mesenchymal tumour of
the uterus, with only about twdhird of patients surviving the it year and a relative
survival at 5 years of only 38.5%.

" Survival by stage is not shown because this type of tumours cannot be staged according to the TNM guidelines.
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3.4.2 Survival by Age Group

Figure119. Mixed Epithelial and Mesenchymal Tumours of UteruRelative Survival by Age Group
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9 Survival is inversely related with age; survivalighest for the youngest age group and
lowest for the oldest age group.

4 Epithelial Tumours of Ovary and Fallopian Tube

4.1 General Results

Table73. Epithelial Tumours of Ovary and Fallopian Tube: Incidence, Trends, Survival
Flemish Region 2001-2010 Incidence Trend Survival

EAPC Relative survival

CR WSR Avg Age: % p-value Natrisk 5yr(%

EPITHELIAL TUMOURS OF OVARY AND FALLOPIAN

TUBE C | 5280 17.14 9.05 65 -3.6 <0.001 4,588 43.0
Adenocarcinoma with variants of ovary C | 4,055 13.16 6.91 66 -2.9 0.002, 3,669 40.7
Mucinous adenocarcinoma of ovary R 551 1.79 1.10 60| -6.0 0.003 504 63.3
Clear cell adenocarcinoma of ovary R 218 0.71 0.42 62 0.7 0.794 206 64.9
Adenocarcinoma with variants of fallopian tube R 112 036 0.22 62| 13.8 0.007 95 64.3

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

4.2 Incidence

1 5,280 new epithelial tumours of ovary and fallopian tube are diagnosed in the Flemish
Region between 2001 and 2010.
1 RARECARE defines four rare entities:
o0 Adenocarcinoma with variants of ovary in the Flemish Region should be classified as
common when followig the RARECARE definition for rare tumours (< 6 / 100.000).
This group entails a broad histological variety of adenocarcinoma types.
0 Mucinous adenocarcinoma represeri§1 new diagnoses
o Clear cell adenocarcinoma is diagnosed in 218 patients.
0 A total of 112 patients are registered with an adenocarcinoma with variants of
fallopian tube.
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Table74. Morphology Distribution of Epithelial Tumours of Ovary and Fallopian Tube

Flemish Region 2001-2010 Ovary Fallopian tube
Papillary serous cystadenocarcinoma 1,553 32.2% 40 35.1%
Serous cystadenocarcinoma, NOS 849 17.6% 38 33.3%
Adenocarcinoma NOS 687 14.2% 19 16.7%
Mucinous adenocarcinoma 551 11.4% 1 0.9%
Endometrioid adenocarcinoma, NOS 403 8.4% 10 8.8%
Serous surface papillary carcinoma 239 5.0% 0 0.0%
Clear cell adenocarcinoma 218 4.5% 1 0.9%
Papillary adenocarcinoma, NOS 114 2.4% 1 0.9%
Papillary cystadenocarcinoma 82 1.7% 2 1.8%
Adenocarcinoma other specified 61 1.3% 2 1.8%
Cystadenocarcinoma, NOS 46 1.0% 0 0.0%
Clear cell adenocarcinofibroma 9 0.2% 0 0.0%
Serous adenocarcinofibroma 9 0.2% 0 0.0%
Mucinous adenocarcinofiboroma 2 0.0% 0 0.0%
Endometrioid adenofibroma malignant 1 0.0% 0 0.0%

Total 4,824 100.0%) 114 100.0%

1 A wide variety of adenocarcinoma subtypes areestsed in the ovary and fallopian tube.
91 Papillary serous and serous cystadenocarcinoma are the most frequent histological subtypes.

Figure120. Epithelial Tumours of Ovary and Fallopian Tube: Age Specific Incidence by Subtype

QOvary and fallopian tube: age specific incidence by subtype
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1 Agespecific incidences start to increase from 35 years onwards and show a steep rise for
adenocarcinoma with variant of ovary, while the incidences for the other subtypes stay low.
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Figurel21. Adenocarcinoma with Variants of OvanAge Specific Incidence by Subtype

QOvary: most ‘common’ adenocarcinoma “variants': age specific incidence by
histology

14.0
120

100

N/100,000

80
6.0
4.0

0.0
00- 05 10- 15 20- 25 30- 35 40- 45 50 55 60 65 70 75 80 85
Age category

S y cinoma, NOS ioid adenocarcinoma, NOS

Serous surface papillary carci apillary serous cy cinoma

1 The different types of adenocarcinoma have a similar pattern in age specific incidence rates.
Around the age of 480 years age specific incidence rates increase until the age-85 65
years.

Figure122 Epithelial Tumours of Ovary and Fallopian Tube: Stage Distribution by Histology
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1 Information on stage was available in more than 60% of all new diagnoses.
1 Mucinous, clear cell and endometrioid carcinoma have a prognostic better stage distnibut
(30-35% stage HIV) than the three serous type adenocarcinoma-8086 stage HV).

134

Belgian Cancer Registry



4.3 Trends

Figure123 AgeStandardised Incidence by Age Group for (a) All Epithelial Tumours of Ovary and Fallopian Tube (b)
MucinousAdenocarcinoma of Ovary (c) Adenocarcinoma with Variants of Ovary (d) Clear Cell Adenocarcinoma of Overay
(e) Serous Surface Papillary Carcinoma (f) Serous Cystadenocarcinoma (g) Endometrioid Adenocarcinoma (h) Papillary
Serous Cystadenocarcinoma
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1 The incidence rates for tumours of ovary and fallopian tube decrease annually with 4.1% (p =
0.093) in females between 15 and 49 years old. A significant decrease is observed for
mucinous adenocarcinoma and endometrioid carcinoma. Clear cell and padaous
cystadenocarcinoma on the other hand show a significant increase.

1 For females between 50 and 69 years of age, a significant decrease is observed for tumours
of ovary and fallopian tube (EAPC-40% [p = 0.002]). This decrease is observed in all
sultypes except for papillary serous cystadenocarcinoma where no changes in incidence
rates are observed.

1 The incidence rates for females of 70 years and older decrease with 1.9% annually (p =
0.014). This decrease is mainly observed for mucinous adenocar@jnendometrioid
carcinoma and serous surface papillary carcino#asignificant increase is observed for
papillary serous cystadenocarcinoma.

4.4 Survival
4.4.1 Overall Survival

Table75. Epithelial Tumours of Ovary and Fallopian Tub®verall Survival
N Obsened Sunival Relative Sunival

atrisk 1year 3year Syear 10year 5yearCl 1lyear 3year 5year 10year 5 year Cl

EPITHELIAL TUMOURS OF OVARY AND

FALLOPIAN TUBE 4,588 758 523 396 26.6 [38.1;41.1] 77.2 55.1 43.0 31.6 [41.4;44.6]
Adenocarcinoma with variants of ovary 3669 779 521 37.6 23.0 [36.0;39.3]] 79.3 546 40.7 27.1 [38.9;42.5]
Mucinous adenocarcinoma of ovary 504 77.7 647 59.0 509 [54.4;63.3]] 789 67.6 63.3 59.3 [58.4;67.9]
Clear cell adenocarcinoma of ovary 206 884 67.1 605 49.2 [53.0;67.2]] 89.5 69.8 649 57.5 [56.8;72.0]
Adenocarcinoma with variants of fallopian tube 95| 947 705 60.7 53.8 [48.8;70.6]] 96.0 73.1 64.3 60.5 [60.5;44.5]

9 Survival is rather poor for patients diagnosed with an epithelial tumour of the ovary or
fallopian tube, with a §ear observed survival of only 39.6% andge&r relative survival of
only 43.0%.

91 Survival patterns differ for thdifferent subtypes: at 1 year after diagnosis, relative survival is
similar for the adenocarcinoma with variants and the mucinous adenocarcinoma of ovary
(about 79%), but better for clear cell adenocarcinoma of ovary and adenocarcinoma with
variants of fabpian tube (89.5% and 96.0%, respectively). This is different for longer follow
up periods (5year followup) where survival is worse for adenocarcinoma with variants of
ovary (40.7%) than the other subtypes (all about 64%).

4.4.2 Survival by Age Group

Figure124. Epithelial Tumours of Ovary and Fallopian TubRelative Survival by Age Group
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1 A large difference in prognosis can be observed between the different age groups. While
patients in the youngest age group-$0 years old) have Byear relative survival of 63.6%,
this survival rate is more than 20% lower for the middle age groupr/{6@ears; Syear
relative survival: 41.0%), and only 21.2% for the oldest age group (75+ years).

Figure125. Adenocarcinomawith Variants of Ovary, Mucinous Adenocarcinoma of Ovary, Clear Cell Adenocarcinoma of
Ovary and Adenocarcinoma of Fallopian Tub®&elative Survival by Age Group
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* Survival of patients aged 75 and above is not shown because the number at riskrishaw85.

9 For all age groups, survival is much worse for patients diagnosed with an adenocarcinoma of
the ovary compared with the other subtypes.

9 Survival of the clear cell adenocarcinoma of the ovary is similar for patients in the different

age groups.

1 A large difference in survival for longer follays periods (after three years) is noted for the
adenocarcinoma of the fallopian tube, between the age group §ears and 604 year.
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4.4.3 Survival by Stages

Figurel26. EpithelialTumours of Ovary and Fallopian TukdRelative Survival by Stage
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1 The extent of the disease is a strong prognostic factor for survival of epithelial tumours of the

ovary and fallopian tube. Theyear relative survival ranges from 89.5% for stage | tusiour
to 19.6% for stage IV.

Figurel27. Adenocarcinoma of Ovary and Mucinous Adenocarcinoma of OvaRelative Survival by Stage
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* Survival results are not displayed for stage Il tumours because the number at risk is low85than

9 Survival of adenocarcinoma of the ovary is very similar to the survival of all epithelial

tumours of the ovary and fallopian tube together.

9 Survival of stage IV mucinous adenocarcinoma of the ovary (14.2%) is worse than survival of

stage IV of all egielial tumours of the ovary and fallopian tube together.

8 Survival by stage is not displayed for cleelt adenocarcinoma of ovary because only stage | and Xshaumber at risk
higher than 35 and for adenocarcinoma of fallopian tube because all stages have a number at risk lower than 35.
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5 Non-Epithelial Tumours of Ovary °

5.1 General Results

Table76. NonEpithelial Tumours of Ovary: Incidenc&ends Survival

Flemish Region 2001-2010 Incidence Trend Survival
EAPC Relative survival
R/C N CR WSR Avg Age: % p-value Natrisk 5yr(%
NON EPITHELIAL TUMOURS OF OVARY R 230 0.70 0.60 53| -0.8 0.767 183 66.8
Mixed epithelial/mesenchymal tumours of R 104 0.30 0.20 68 2.7 0.611] 96 19.2
Sex cord tumours of ovary R 48 0.20 0.10 55 -14.4 0.024] 45 86.3
Malignant/Immature teratomas of ovary R 3 0.10 0.10 3B 4.1 0.462 35 89.4
Germ cell tumour of ovary R 42 010 0.20 30 9.9 0.121] 41 95.6

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis
5.2 Incidence

1 230 new norepithelial tumours of ovary ardiagnosed in the Flemish Region between 2001
and 2010.
1 RARECARE defines four rare entities:
0 About half of all diagnoses are mixed epithelial/mesenchymal tumours of ovary
0 Sex cord ovarian tumours account for 48 new diagnoses.
o With 36 new cases, malignantimature teratomes are the least frequently
diagnosed entity.
0 42 new germ cell tumours are observed in the Flemish Region between 2001 and
2010.

Figure128 NonEpithelial Tumours of Ovary: Age Specific Incidence by Subtype

Non-epithelial Tumours of Ovary: Age Specific Incidence by Subtype
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1 Mixed epithelial/mesenchymal tumours do not occur in females younger than 40 years of
age. From the age of 40 year, incidence rates increase rapidly with age until the age of 75
years.

gAnaIyses by stage are not reported for the repithelial tumous of the ovary because only stage X had a number at risk
higher than 35.
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9 Sex cord ovarian tumours are occasionally diagnosed under the age of 40 years.
1 Malignant/immature teratomas and germ cell tumours of ovary are predominantly
diagnosed under the age of 40 years.

5.3 Survival

5.3.1 Overall Survival

Table77. Non-Epithelial Tumours of Ovarg Overall Survival
\ Obsened Sunival Relative Sunival

atrisk 1year 3year S5year 10year 5yearCl 1lyear 3year 5year 10year 5 yearCl
NON-EPITHELIAL TUMOURS OF OVARY 183] 842 659 645 589 [56.9;71.1]] 850 674 66.8 63.6 [58.9; 73.6]
Mixed epithelial/mesenchymal tumours 96] 625 231 182 10.8 [10.5;27.5]] 63.7 240 19.2 120 [11.1;29.1]
Sex cord tumours 45| 956 817 817 751 [66.6;90.4]] 96.8 846 86.3 858 [70.4;95.5]
Malignant/Immature teratomas 35| 943 913 875 875 [69.8;952]] 946 923 89.4 90.7 [71.3;97.2]
Germ cell tumour 41] 951 951 951 95.1 [81.9;98.8]] 952 954 956 96.0 [82.3;99.3]

9 Survival of the nompithelial tumours of the ovary decreases after diagnosis toyeds
observed survival of 64.5% and -gé&ar relative survival of 66.8%.

1 Survival is very low for the mixed epithelia#senchymal tumours with a-fear observed
survival of only 18.2% and ay&ar relative survival of 19.2%.

9 Survival of the other subtypes is better than the survival of all-gpithelial tumours of
ovary together. Especially germ cell tumours have a sigtival rate (5year relative survival
of 95.6%).

5.3.2 Survival by Age Group

Figure129. NonEpithelial Tumours of Ovaryg Relative Survival by Age Group
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1 Survival of all nompithelial tumours of the ovary together is almost 100%(tfeg youngest
age group (€B9 years), but is lower for the older age groups withye&r relative survival of
71.1% and 30.3% for the age groups64l0years and 65+ years, respectively.
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Figure130. Mixed Epithelial/Mesenchymal Tumars - Relative Survival by Age Group

Mixed Epithelial/Mesenchymal Tumours*

100

90 \
_. 80
& N\
= 70 \
s
E 60 \
Z so
@ \
2 40 \
=]
% i \\
<

20

10

(] T T T T 1

o 1 2 3 4 5
Survival Time (years)
40-64 =065+

* Survival results of patients aged between 0 and 39 are not shown because no patients of this age group are diagnosed
with an mixed epithelial/mesenchymal tumour.

9 Survival for mixed epithelial/mesenchymal tumourarisich worse for patients in the age

group 65+ (5year relative survival: 8.8%) than for patients in the age group#@ears (5
year relative survival: 36.4%).

6 Epithelial Tumours of Vulva and Vagina

6.1 General Results

Table78. Epithdial Tumours of Vulva and Vagina: Incidence, Trends, Survival

Flemish Region 2001-2010 Incidence Trend Survival
Relative survival
R/C N N atrisk  5yr (%
EPITHELIAL TUMOURS OF VULVA AND VAGINA R | 1,124 365 1.63 70 2.6 0.044 1,019 61.2

Squamous cell carcinoma with variants of wilva

and vagina R | 1,008 3.27 1.46 70 41 0.005, 921 62.4
Adenocarcinoma with variants of wilva and vagina | R 74 024 0.13 65 -5.3 0.147 63 54.8
Paget's disease of wlva and vagina R 19 0.06 0.03 71 * * 14 *
Undifferentiated carcinoma of wilva and vagina R 3 0.01 0.00 78 * * 1 *

R/C: Rare or common

CR: Crude rate (N/100,000 person years)

WSR: age-standardised rate, using the world population (N/100,000 person years)
EAPC: estimated annual percentage change

RS: relative survival

AvgAge: average age at diagnosis

6.2 Incidence

1 1.124 new epithelial tumours of vulva and vagina are diagnosed in the Flemish Region
between 2001 and 2010.

141

Belgian Cancer Registry



Table79. Morphological Distribution of EpithelialTumours of Vulva and Vagina

Flemish Region 2001-2010
Squamous cell carcinoma with variants of wilva and
vagina
Adenocarcinoma with variants of wiva and vagina

Paget's disease of wiva and vagina

Undifferentiated carcinoma of wilva and vag

171 7%
50 22%

ina

1104  100% 100% 223%

! RARECARE defines four rare entities:

0 Squamous cell carcinoma represents 95% of all tumours of vulva and 77% of the
vaginal tumours.

o 50 vaginal and 24 vulvar adenocarcinoma are registered.

Mg OF aSa 2F Qdafe@served. 3S1Qa RAASI AS

o Only 3 new diagnoses of undifferentiated carcinoma of vulva and vagina are
observed in the Flemish Region between 2001 and 2010.

(@)

Figure131 Epithelial Tumours of Vulva and Vagina: Age Specific Incidence by Age @nouubtype
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Age specific incidence rates for squamous cell carcinoma and adenocarcinoma of vulva and
vagina start to increase around the age of&8byears.
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