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ABSTRACT

Objectives: The increased incidence of multiple
myeloma (MM) across China and East Asia
stimulated us to examine the current rates in Great
Britain, where rates increased dramatically in the
second half of the 20th century. However, rates have
been stable and high during this period in Malmg,
Sweden, where there is a keen interest in MM. We
thus assessed recent changes in MM incidence in
Great Britain, Sweden overall, and Malmé, Sweden,
and examined how these changes might explain
recent reports of increased MM incidence across
Asia.

Design: Estimation of MM incidence for Great
Britain, Sweden overall, and Malmd, Sweden.
Populations: MM incidence data for Great Britain
(1975-2009) were obtained from Cancer Research
UK and for Sweden (1970-2009) from the Swedish
Cancer Registry. MM incidence data from Malmo,
Sweden, were available from 1950 to 2012.

Main outcome measures: Age-specific incidence
of MM in Great Britain, Sweden overall, and Malma,
Sweden.

Results: MM incidence in Great Britain, Sweden
overall, and Malmé increased progressively with age,
even among the oldest group. The MM age-adjusted
incidence (European standard population) increased
by 69% from 1975-1979 to 2005-2009 in Great
Britain, from 3.2/100 000 to 5.4/100 000. The largest
increases occurred among those 70-79 years of age,
for whom rates increased from 17.9/100 000 to 33.6/
100 000; reflecting an increase of 69%. During this
same period, the age-adjusted incidence (European
stand population) in Sweden overall remained stable,
at approximately 4.7/100 000.

Conclusions: MM age-specific incidence is now
similar in Great Britain, Sweden overall, and Malmé.
We believe this is a result of improvements in case
ascertainment in Great Britain, particularly among the
elderly. Similar changes can be predicted to occur
across Asia as improved access to healthcare
contributes to better diagnosis of MM.

Strengths and limitations of this study

= This is an a priori hypothesis-driven study. Prior
reports of stable age-adjusted and age-specific
multiple myeloma (MM) incidence rates in
Malmo, Sweden, had suggested that increasing
incidence rates occurring elsewhere in the world
might be attributable to improvements in case
ascertainment.

= We used a population-based study design. MM
incidence rates over time were compared for
Great Britain, Sweden, as a whole and Malmo.
All  have well-established cancer incidence
registries.

= We analysed time trends across populations.
This allowed for comparisons of changes in MM
incidence in Great Britain and Sweden as com-
pared with Malm6, where MM incidence rates
have been stable since the 1950s.

m The study covers a long period of time (1975—
2009) and minor changes in diagnostic criteria
for MM cannot be excluded, such as cases of
smoldering myeloma or solitary plasmacytomas
being counted as MM.

= Birth cohort analyses have not yet been per-
formed for Great Britain and Sweden. This may
give further support that the changes in inci-
dence in Great Britain can be attributed to mainly
to an age-period-cohort effect, due mainly to
diagnostic improvements in case detection in
persons age 65 and older.

INTRODUCTION

Multiple myeloma (MM) is a plasma cell
neoplasm first described in England in
1845." Its incidence increased dramatically in
Great Britain, the USA and in Western
Europe in the second half of the 20th
century, and the proportional increase was
exceeded only by that of lung cancer.” * This
trend aroused suspicion that occupational
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and environmental factors might have contributed to
these Changes.3_5 We previously reported increasing
trends in MM mortality in England and Wales from 1950
to 1979 and provided evidence to support that this
increase was largely due to increasing case ascertain-
ment, particularly among the elderly.® Subsequently, we
demonstrated a stable age-adjusted incidence in Malmo,
Sweden, where there has been a long-term interest in
MM, and we suggested that the rates in Malmo were
likely the asymptotes towards which MM incidence will
increase in other populations.7 8 Recent reports of the
increased incidence of MM cases in China and other
Asian countries’™'" prompted us to re-examine the inci-
dence of MM in Great Britain and compare it with the
incidence in Sweden to evaluate whether the trends
reported previously had continued. Assuming that the
temporal changes in MM mortality previously observed
in Great Britain were largely due to an ascertainment
bias, we hypothesised that the age-specific incidence of
MM in Great Britain should now approximate the rates
observed in Malmo, Sweden, where rates have been
stable since the 1950s and where age-specific rates
increase sharply for both sexes, even into the oldest age
group.” We believe that the changes now occurring
throughout Asia are also driven by increasing case ascer-
tainment and not necessarily by environmental or occu-
pational exposures.

METHODS AND POPULATIONS

MM incidence data for the UK overall and for Great
Britain were obtained from the Cancer Research UK
website.' Cancer statistics for the UK are aggregated
from cancer registries in England (eight regional regis-
tries), Wales, Scotland and Northern Ireland. Data from
Northern Ireland were only available beginning in 1995,
so for consistency our paper focuses on Great Britain
(ie, England, Wales and Scotland). Cancer records are
subjected to extensive quality control measures before
they are released.'” For our analyses of MM incidence
and trends, we used data on incidence of MM for Great
Britain, defined by 10th revision of the International
Statistical Classification of Diseases (ICD-10) code, by
5-year age group and sex for the period 1975-2009.
These data were provided by Cancer Research UK, who
in turn received the data from UK Association of Cancer
Registries.]4 Data beyond 2009 were not used due to
issues with late registration.

Incidence data for Sweden were obtained from the
Swedish Cancer Registry. National incidence data for
MM and other malignancies became available in
Sweden beginning in 1958, when all physicians were
required by law to report new cases of cancer to the cen-
tralised nationwide Swedish Cancer Registry. In a recent
validation study focusing on lymphoproliferative malig-
nancies diagnosed from 1964 through 2003, we found
the completeness and overall accuracy of the registry to
be greater than 90-95%."”

The methods of data collection and a description of
the population in Malmé, Sweden, have been described
in our previous reports.7 8 Patients with solitary plasma-
cytomas were only included if they developed general-
ised MM. This criterion is a limitation in our statistics
for the Malm6 myeloma population, but since solitary
plasmacytomas represent less than 5% of all plasma cell
neoplasms, it has only a minor impact on the interpret-
ation of the results.'®

Incidence figures for Malmo are reported separately
from those of Sweden overall to enable comparison of
incidence trends in this population with those from
1950 (ie, before the start of the National Swedish
Cancer Registry). We believe that the close surveillance
of this population, including that patient records of all
incident M-proteins detected by the central laboratory of
the Department of Clinical Chemistry between 1950 and
2009 were investigated, suggests that the rates in Malmo
represent the asymptotes towards which rates for other
Caucasian populations will increase as case ascertain-
ment improves.

Poisson likelihood-ratio 95% ClIs for incidence rates
were used.

This study was approved by the Ethical Committee of
the University of Lund (protocol number 2015/20).

RESULTS

MM age-specific incidence rates for Great Britain,
Sweden overall, and Malmé are shown in figure 1. The
three curves are very similar and show increasing inci-
dence with age in all three cohorts. There was no
decrease in incidence with ageing, as had been previ-
ously demonstrated for England and Wales.® CIs for
Great Britain are very small, Sweden slightly larger, and
Malmo largest and cover Sweden and Great Britain. MM
age-adjusted rates (European standard population) for
Great Britain increased from 3.167/100 000 (95% CI
3.166 to 3.168) in 1975-1979 to 5.410 (95% CI 5.409 to
5.411) in 2005-2009. Most of this increase occurred in
older individuals, where rates increased from 17.85/
100 000 (95% CI 17.56 to 18.47) for those 70-79 years of
age in 1975-1979 to 33.56,/100 000 (95% CI 32.78 to
34.34) in 2005-2009. In 2005-2009, some 59% of MM
cases in Great Britain were diagnosed in people age
70 years or older.*

We compared age-standardised (European standard
population) incidences of MM for Great Britain and
Sweden (figure 2). Overall rates did not increase for
Sweden between 1975 and 2009. A substantial increase
was observed over the same period for Great Britain,
where increases in the age-specific rates occurred pri-
marily among the elderly but no increases occurred in
Sweden for these age groups: for those 70-79 years inci-
dence was 29.7 (95% CI 27.9 to 31.6)/100 000 in 1975-
1979 and 26.9 (95% CI 25.1 to 28.7) /100 000 in 2005
2009 (figure 3).
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Figure 1
Sweden (2000-2009).

The national age-adjusted incidence of MM in Sweden
overall increased during the first decade of reporting,
approaching the incidence in Malmo, and from 1970
onward remained stable at levels similar to those in
Malmé. This curve may reflect a slow initial start in com-
plete case reporting to the National Registry. We exam-
ined the b-year average age-specific incidences for both
men and women from 1970-1974 through 2005-2009
(data not shown) and found them to be essentially
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Figure 2 European age-standardised incidence rates for
multiple myeloma (persons) for Great Britain and Sweden.

B Female

20.0
1
\

Incidence (per 100,000 persons)

o
)
e |
N
o
—A—  Great Britain

© -6 Sweden
o Malmo

T T T T

40-49 50-59 60-69 70-79
Age group

Age-specific multiple myeloma incidence rates for Great Britain (2005—2009), Sweden (2005-2009), and Malmé,

unchanged and similar to those for Sweden from 2010
to 2012 (figure 1).

DISCUSSION

Over the past 60 years, our ability to diagnose MM has
improved greatly with the advent of special diagnostic
tests, such as complete metabolic panels, serum and urine
protein electrophoresis, and quantitative immunoglobu-
lins.'” Variable access to testing and changes in clinical
practice and disease awareness have led to variable disease
incidences in different populations.'® Previously, we
reported that the age-adjusted and age-specific incidences
of MM in Malmo, Sweden, had remained stable since the
1950s.® This stability has been attributed to a stable popula-
tion receiving unrestricted access to healthcare and a keen
awareness of MM, which began in 1949 with Dr Jan
Waldenstrom at Malmé General Hospital. We now present
data for Sweden overall, where, with the exception of the
earliest time period, rates were parallel to the rates for
Malmo. A major strength of our study is the use of a vali-
dated Swedish tumour registry and comparison with the
population of Malmo, where all patient records were
reviewed to ensure that the same diagnostic criteria were
used during the study period. Similar stable incidence
rates have been reported from Olmstead County,
Minnesota, USA." Both Olmstead County and Malmé
have high levels of disease surveillance. Given the geo-
graphic and exposure differences between these two popu-
lations, it is unlikely that these rates are a consequence of
environmental and/or occupational exposures; they more
likely represent the true incidence of MM in Caucasian
populations, supporting our hypothesis of an asymptote
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Figure 3 Age-specific multiple myeloma incidence rates per 100 000 person-years for Great Britain and Sweden.

towards which MM rates in Caucasian countries will
increase with improvements in case ascertainment. We
also found this increase in age-specific rates of MM has
occurred in Great Britain, where rates are now similar to
rates in Sweden overall and in Malmé. There is no longer
a decrease in age-specific rates at older ages, but the age-
specific incidence rates for Great Britain and Sweden are
now similar to those for Malmo, Sweden, where there is a
sharp and continual increase with age.

Extrapolating from the results of our study, we predict
that the secular changes that occurred in Great Britain
are now occurring in China and across East Asia. The
data from Sweden argue strongly against the notion that
environmental exposures (other than those related to
access to healthcare and increased disease surveillance
across all ages, especially among the elderly) were
responsible for the changes in incidence. Another
important consequence shown in our study is the
increase in the number of new and prevalent cases as a
result of an ageing population (data not shown). We can
expect the number of prevalent cases worldwide to
increase as a result of this phenomenon. Although con-
cerns for potential new risk factors need to be
addressed, the challenge for clinicians will be how to
provide care to these patients. This challenge will
provide a greater impetus for developing novel treat-
ment strategies that are easier to administer to and
better tolerated by the increasing number of elderly
patients with myeloma.?’ ?!

CONCLUSION
MM age-specific incidence rates are similar in Great
Britain, Sweden overall, and Malmo, Sweden. Our

analysis suggests that these rates are now similar as a
result of improvements in case ascertainment in Great
Britain, particularly among the elderly. The rates in
Malmo6 and in Sweden overall have remained remarkably
stable and at a higher rate than those worldwide
because of Sweden’s organisation of healthcare and
interest in this disease. Changes similar to those
observed for Great Britain can be predicted to occur
across Asia as improved access to healthcare contributes
to a better diagnosis of MM.
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