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ABSTRACT
Purpose
With better access to early diagnosis and appropriate treatment, cervical cancer (CC) burden decreased in several
European countries. In Eastern European (EE) countries, which accessed European Union in 2004, CC survival was worse
than in the rest of Europe. The present study investigates CC survival differences across five European regions,
considering stage at diagnosis (local, regional, metastatic), morphology (mainly squamous versus glandular tumours) and
patients’ age.
Methods
We analysed 101,714 CC women diagnosed in 2000-2007 and followed-up to December 2008. Age-standardised 5-year
relative survival (RS) and the excess risks of cancer death in the 5 years after diagnosis were computed.
Results
EE women were older and less commonly diagnosed with glandular tumours. Proportions of local stage cancers were
similar across Europe, while morphology- and stage-specific RS (especially for non-metastatic disease) were lower in
Eastern Europe. Adjusting for age and morphology, excess risk of local stage CC death for EE patients remained higher
than that for other European women.
Conclusion
Stage, age and morphology alone do not explain worse survival in Eastern Europe: less effective care may play a role,
probably partly due to fewer or inadequate resources being allocated to health care in this area, compared to the rest of
Europe.
Keywords
Europe, Cervical cancer, Morphology, Population-based study, Stage at diagnosis, Survival
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Background
With better access to early diagnosis through population screening, increasingly implemented in Europe, and wealth and
lifestyle changes, cervical cancer (CC) burden is decreasing in several European Union (EU) countries [1,2].
Since the early 2000s, following a proposal by the US National Cancer Institute, the concomitant use of chemoradiotherapy (vs. radiotherapy alone) led to significant improvements in survival: this important advancement in CC
treatment was adopted by many European countries. This impacted CC prognosis, mainly for those patients diagnosed
with advanced disease [3].
Latest results of the EUROCARE-5 study (population-based investigation of European cancer survival), showed an
increase in 5-year relative survival (RS) from 61% in 1999–2001 to 65% in 2005–2007 overall [4]. However, substantial
differences in RS persisted in the EU to a disadvantage of Eastern European countries [4]. During 1999-2007, Eastern
European countries have undergone strong political and economic changes (transformation), that have influenced the
health system [5,6]. Most of these countries joined the EU from 2004 onwards.
Inadequacies in treatment and sub-optimal screening may influence poor outcome. However, differences in stage at
diagnosis, morphological diagnoses, or age at diagnosis, i.e. the main prognostic factors affecting CC survival [4,7], may
also play a role [8-10].
The aim of our retrospective observational study was to investigate survival differences for women diagnosed with CC
across Europe, by morphology, age, and stage at diagnosis, also distinguishing between countries that joined the EU more
recently, and those that did so earlier and other European countries.
Materials and Methods
We analysed 103,465 adult (>15 years) women archived in the EUROCARE-5 database, diagnosed with primary
malignant CC (C53, according to the third edition of the International Classification of Diseases for Oncology (ICDO-3;
[11]) in 2000-2007, and followed-up to the end of 2008 [12]. After excluding major errors (missing, invalid or inconsistent
information; 0.2%), cases known by death certificate only (1.0%) or diagnosed incidentally at autopsy (0.2%), and alive
cases with unknown survival time (0.2%), the dataset included 101,714 CC cases.
Data were provided by 85 population-based cancer registries (CRs), with either regional or national coverage, from 28
European countries (including the four UK regions), grouped into five European regions (Supplementary Table 1 [Table
S1]): Ireland and United Kingdom (UK/Ireland), and Northern, Central, Southern, and Eastern Europe.
Countries were additionally divided into two groups: New Member States (New MS; Bulgaria, Croatia, Czech Republic,
Estonia, Latvia, Lithuania, Malta, Poland, Slovakia, Slovenia), EU members from 2004, and Other countries, the
remaining 18 European countries and UK regions.
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Squamous and glandular tumours defined according to ICDO-3 morphology codes (Table S2, [10]), were separated from
other epithelial, mesenchymal, germ cell type, melanocytic tumours and those with mixed structures [Other
malignancies]. Microinvasive squamous cell carcinomas (MSCC; ICDO-3 code: 8076) were also analysed.
Age at diagnosis was categorised into six groups (15-29, 30-44, 45-54, 55-64, 65-74, and ≥75 years). As regards stage,
this information was not uniformly collected and regularly provided by all CRs. The EUROCARE-5 protocol required
the collection of stage according to at least one of three staging systems: TNM (the most detailed), condensed TNM or
extend of diseases (EoD, the least detailed). Condensed T, condensed N, and condensed M categories are local (TL, NL
and ML) or advanced (TA, NA and MA); EoD categories are mainly local, regional, metastatic and unknown, and are
used by CRs to summarise stage by indicating how far a cancer has spread from its point of origin, using all available
information [13]. The EUROCARE-5 protocol did not specify clinical versus pathological stage, but if both were
available, registries were asked to send pathological stage for non-metastatic cases, as information on metastasis is usually
available from clinical stage. The categories of the three staging systems were reduced to mutually compatible ones, thus
producing a new variable, reconstructed stage (i.e., stage here after), categorised into local, regional, metastatic, and
unknown, thereby minimising the amount of missing information. [13]. For CCs, only 8 CRs, with either national (Austria,
Norway, Slovakia and Slovenia) or regional (Parma (Italy), Navarra (Spain), Lower Silesia (Poland), and Grisons
(Switzerland)) cancer registration (Table S1), provided good quality stage information, thus consenting stage-specific
analyses for 13,937 women with CC, according to European Region, age at diagnosis, and morphology.
Statistical methods
Data collection, quality control and statistical methods are described elsewhere [12]. Further quality control procedures,
i.e., analysis of the quality, comparability and completeness of cancer stage at diagnosis data, were developed to determine
which stage data were reliable and which should be discarded [13].
RS, i.e. the ratio of observed survival in the patient group to expected survival (computed by Ederer II method) in a
comparable group of the general population assumed to be free of the cancer of interest, was estimated using the complete
approach and age-standardised (to take into account the different age structure of European populations [12]). Generalised
linear models [15] were used to estimate the relative excess risk of death (RER) during the 5 years after diagnosis for
local stage CCs, by European region, age at diagnosis, and morphology.
The analyses were performed using SEER*Stat and Stata softwares [16,17].
Results
Among the 101,714 CC cases included in the analyses, the most common morphology group was squamous tumours
(73%), followed by glandular tumours (14%), and the group of Other malignancies (13%; Table 1).
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Compared to Other countries, new MS were characterised by higher proportions of squamous tumours (77% versus 71%)
and lower proportions of glandular tumours (8% versus 16%). MSCC was 8% of squamous tumours, varying from 6% in
new MS to 10% in Other countries. Glandular tumours varied from 5% (Estonia) to 9% (Czech Republic and Slovakia)
in Eastern Europe, and from 11-12% (Slovenia, Croatia, and Austria) to 21-22% (Iceland, UK-Northern Ireland, and
Sweden) in the rest of the EU, reaching 29% in Finland. Low MSCC proportions were found in Eastern Europe (6% of
squamous tumours, range: <1% in Poland; 9% in Czech Republic), whereas high proportions of Other malignancies were
found in Austria, Belgium (Flanders), Croatia, and Poland (18-37%).
Age-standardised 5-year RS was 58% for New MS and 63% for Other countries. RS varied from 63% for squamous and
glandular tumours to 51% for Other malignancies, with higher figures (for all three analysed morphology groups) in
Other countries compared to new MS (squamous tumour: 65% versus 60%; glandular tumours 64% versus 57% and Other
malignancies: 52% versus 50%; Table 2).
Morphology-specific RS estimates were high for Northern Europeans, and reached the lowest figures for women
diagnosed in UK/Ireland and Eastern Europe (mainly Bulgaria, Latvia and Poland).
Overall, 5% (4% in New MS; 6% in Other countries) of women aged 15-29 years at diagnosis, 69% (74%; 67%) 30-64;
13% (14%; 12%) 65-74, and 13% (9%; 15%) ≥75 years (Table 3).
Northern Europe and UK/Ireland showed similar age distributions compared to Central, Southern, and Eastern Europe,
with proportions of young (15-29 years) women about twice that of those in the remaining European regions (6-10%
versus 3-4%). Northern Europe was also characterised by the highest proportion of elderly (≥75 years) women (17%
versus 9-14%), and UK/Ireland of 30-44-year-olds (37% versus 28-34%). Eastern Europe had the lowest proportion of
elderly women (9%).
Survival decreased with advancing age at diagnosis, varying from 85% for 15-29-years-olds to 34% for elderly women.
Considering ages <65 years, women diagnosed in New MS and in Eastern Europe had a worse prognosis than those
diagnosed in Other countries and in the rest of Europe, respectively. By contrast, no survival differences were evident for
women aged ≥65 years.
Similar age distributions and age-specific RS estimates were found after considering squamous tumours only (Table 3).
However, women aged ≥65 years and diagnosed with squamous tumours had a slightly better prognosis than their
coetaneous overall.
The MSCC proportion decreased with advancing age, ranging from 22% in 15-29-year-olds to 1% in elderly women
(Table S3). This ranking persisted regardless of European region. However, differences in MSCC age distribution across
Europe were evident mainly for women aged <65 years.

6

The subset of 13,937 women with good stage data quality had similar age (Table S4) and morphology (Table 4)
distributions, and morphology-specific RS (Table 4) to the whole CC cases diagnosed across the 28 countries, both overall
and according to European region. Exceptions were higher proportions of 30-44-year-olds (36% versus 28%) and women
aged ≥65 years (11% versus 15%) in Southern Europe (Tables 3 and S4).
Local stage predominated (53%; Table 4), followed by regional (25%) and metastatic (7%) disease stages. Of note, 45%
of local stage CCs were diagnosed in women aged <45 years (Table S4).
Southern Europe had the highest proportion of local stage CCs (61% versus 48-56%) and the lowest proportion of
metastatic disease (4% versus 7-9%). By contrast, the lowest proportion of local stage CCs and the highest proportion of
metastatic cases were found in Northern Europe. The proportion of local stage CCs in Eastern Europe was similar to the
average (50% versus 53%).
Five-year RS decreased with advancing stage: from 81% (local) to 46% (regional) and 16% (metastatic), and varied with
morphology: similar survival figures were found for local squamous and glandular tumours (80-84%), but RS for regional
squamous tumours was around 10% higher than that estimated for regional glandular tumours (48% versus 37%).
Eastern European women had the worst prognosis compared to women in the rest of Europe, irrespective of stage at
diagnosis. RS for women diagnosed with local stage CCs in Northern and Southern Europe was the highest, both overall
(87-88% versus 75-84%) and among squamous tumours only (MSCC included: 88-91% versus 80-83%; MSCC excluded:
86-88% versus 79-83%).
Even after adjusting for age and morphology, and excluding MSCCs, Central (RER=2 [95% confidence interval 1.3-2.4])
and Eastern (3 [2.0-3.7]) European patients had higher risk of local stage CC death than Northern European patients
(Table 5). No differences in the risk of death were evident between squamous and glandular local tumours, also after
excluding MSCCs.
Discussion
We found that, compared to CC women diagnosed in Other countries, those diagnosed in New MS (mainly Eastern
European countries) were older, less often diagnosed with a MSCC or glandular tumours, but with similar proportions of
local stage tumours. For Eastern Europeans, RS was lower than for other Europeans, both overall and according to age
(except for women ≥75 years), stage (especially for non-metastatic disease) and morphology.
These results combined suggest different effectiveness of CC screening programmes (SPs) across Europe. Early CC
detection effect is the younger age, the high proportion of local stage CC and the high proportion of MSCCs, glandular
tumours and Other malignancies, but the low proportion of squamous tumours overall [18-20]. In 2016, 26 out of the 28
EU countries had a SP rolled out or planned [21]. Only in Bulgaria and Cyprus, no SP was available in 2016. SPs have
been in place since the 90’s in Northern European countries, in UK, The Netherlands, and part of Italy [22,23], but their
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uptake increased after the publication of the Council Recommendation on Cancer Screening in 2003, and of The European
guidelines for quality assurance in cervical cancer screening (EuG) in 2005 [24,25].
The well-known political, financial and social EU differences are the main reasons for inequalities in the provision and
uptake of screening services in Europe.
In Italy, the well organised SP gradually increased in coverage overtime. In Parma, a SP was fully-activated in 2001 [26].
In Spain, the opportunistic screening on national and regional level was introduced following the Council
Recommendation in 2003 [27]. In Slovenia, in 2003, the inefficient opportunistic screening from the ‘60s was transformed
into a very well-performed national organised SP, completing its rollout in 2007 [6,28]. In Austria, Belgium, France,
Germany, and Switzerland (Grisons) a cytological test in frame of opportunistic screenings has been offered since the
‘70s: in these countries, this was only slightly modified with the introduction of a few new regional organised SPs [23,29].
By contrast, during the study period, organised SPs had not been fully launched yet in Eastern Europe (Slovakia and
Poland (Lower Silesia)) [23], and in the majority of New MS they were being planned or piloted. In Estonia and Poland,
the first rollout of the nationwide SP only started in 2006 [6].
However, very little is known about SP compliance with the EuG implemented in Eastern Europe. Screening coverage
and quality in Poland followed the EuG only partially, and screening had no impact on the CC burden in the country [30].
SPs inadequacy in Eastern Europe is also supported by the fact that, compared to those diagnosed in Other countries,
women diagnosed in New MS were older, with low MSCC proportion and lower RS (for most age groups). The MSCC
proportion is an indicator of screening coverage and intensity in the population: several studies found a direct positive
association between high MSCC proportion and better CC prognosis, irrespective of the type of screening [18,26,31-32].
However, regardless of the diversity of screening quality, the proportion of local stage CCs in Eastern Europe was similar
to the EU average, but RS was lower compared to the rest of Europe. Additionally, the excess risk of local stage CCs
death remained higher than that found in Northern Europe, even after adjusting for age and morphology, or excluding
MSCCs. These results suggest sub-optimal diagnostic examinations (probably due to partial adherence to evidence-based
EuG) and, consequently, less effective treatment for local stages.
In Eastern Europe, a RS lower than elsewhere for the other stage categories suggests that also women with advanced
disease probably received less effective treatment. It is known that in 1999 the concomitant use of chemo-radiotherapy
(instead of radiotherapy alone) became the standard treatment mainly for advanced diseases [3]. In Germany, significant
improvements in RS were found for regional and metastatic stage CC women diagnosed in 2002-2006 at 55-64 and 6574 years, while SPs did not change for decades, indicating that the new treatment approach expanded at the population
level may play a role [8].
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We found that RS was similar across Europe for elderly women. Recent studies demonstrated that these patients are at
risk of being treated inadequately but their outcome might be better due to the choice of a more appropriate treatment
based on their general condition [33-35]. The extension of SPs was proposed for elderly women due to demographic
changes and increasing life expectancy, mainly due to the availability of more effective treatments. Additionally, taking
into consideration that screen-detected CCs have better prognosis compared to symptomatic CCs [19,36], the HPV selftest was also proposed in order to increase compliance with SP in long-term not-attendant women [37].
To our knowledge, this is the first European population-based study comparing patients and tumours characteristics, and
RS among New MS and Other countries in relation to mass CC screenings, thus constituting the adequate basis for further
assessment of trends of CC burden in Europe.
Although this study focused on CCs diagnosed in 2000-2007, results found for Eastern Europeans are still valid in
subsequent years, with survival for 2010-2014 persisting lower than EU average in six of the Eastern European countries
included in this study, regardless of the slight improvement in some of them [38]. By contrast, survival in Estonia,
Slovenia and Croatia was higher or similar to the EU average [39].
One further study limitation concerns the difference in how CRs record stage at diagnosis and the fact that stage-specific
analysis were performed on the subset of 13,937 cases (14% of EUROCARE-5 CC cases).
On the subject of registration and comparability of stage across countries, as largely discussed elsewhere [13], it is
possible that CRs automatically received information on cancer cases, mainly from cancer hospitals and pathology
laboratories. These cases may not contain complete stage information. In fact, it is possible that clinical notes do not state
explicitly that a patient lacked nodal or distant metastases, or, similarly, negative results of examinations may not always
be included. However, it is often possible to infer stage (mainly EoD) from the clinical notes. Otherwise, some CRs send
personnel to hospitals to extract information from primary sources to complement the information that was sent passively.
This practice, however, is resource-intensive and its efficacy depends on CR staff availability and competence. In order
to reduce the amount of Mx and Nx (unknown), these stages were sometimes classified as M0 or N0. However, a previous
sensitivity analysis [13], performed to estimate the error in assuming Mx as M0 revealed that in some CRs this assumption
lead to stage misclassification, thus they were not adopted in our stage reconstruction. Furthermore, we found that overall
53% of CC cases were local at diagnosis, and a further 7% were metastatic, with corresponding 5-year RS estimates equal
to 81% and 16%. These results are compatible to those found for white US women (local stage: 57%, and 5-year RS
around 85%; metastatic stage: 11%, 5-year RS around 8%; [40]), suggesting that the stage reconstruction method we
adopted is as valid as the stage information collected by European CRs.
As regards the fact that stage-specific survival analyses were carried out on a subset of CC cases under study, thanks to
the similarity in age and morphology distribution and morphology-specific RS between this subset and the whole cases,
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we are confident that results on this subset can be transferred to the entire EUROCARE-5 cohort, thus allowing to interpret
the impact of the main prognostic factors in the entire EUROCARE-5 cohort.
Finally, high proportions of Other malignancies found in some countries suggested problems in quality of morphological
codes, this is because the analyses were limited to only well-defined squamous and glandular tumours [11]. Lack of
information on individual screening history, diagnostic procedures and treatment constituted additional study limitations.
Conclusions
It was estimated that there are currently 7,192 new CC cases and 3,788 female deaths in New MS, 19,976 cases and 7,797
deaths in Other countries [2]. Although, the burden of CC is not as severe in Europe, it is still significant, and it is a
challenge to public health. The poorer age-, morphology-, and local stage survival estimates, the lower RS for regional
stages, together with the high risk of local stage CC death in Eastern Europe suggest both inadequate organised SPs and
inadequate treatment. The fact that multivariable modelling showed a persisting high risk of death in Eastern Europe,
after considering stage, age and morphology, suggests that all these factors only partially explain the differences in
outcomes. Hence, other factors must have contributed. A possibility includes less effective treatment were administered
in these countries compared to the rest of Europe. Further studies are needed on treatment across Europe, and above all
in Eastern European countries. The current joint European Network of Cancer Registries/EUROCARE round, which is
collecting data on cases diagnosed up to 2012 [9], emphasises the importance of collecting information on treatment, so
forthcoming studies will be able to focus on treatment, allowing evaluation of treatment effectiveness and quality of care.
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