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Abstract

Multiple myeloma (MM) is a relatively rare haematological malignancy seen in older persons. It has an unknown
aetiology and usually occurs incidentally within a family. However, several families have been reported with
multiple cases of MM, so that the existence of hereditary MM has been postulated although no causative germline
mutations have been detected so far. First-degree relatives of MM patients have been reported to have a relative
risk between two and four times higher than normal of developing MM and we presume the risks are higher for
relatives in the case of familial MM. Here we report on two families with MM who requested presymptomatic
screening of healthy relatives. Although risk estimates for asymptomatic relatives in these types of families are
not available, a clinically significant risk of developing MM cannot be excluded. We suggest that, in a research
setting, screening for MM could be offered to individuals with more than one first-degree affected relative, or
to those with one first-degree and at least one second-degree relative with MM. We propose a screening
programme of annual protein electrophoresis of blood and urine, starting at age 40 (or earlier if a family

member presented with MM at a younger age).

Introduction

Multiple myeloma (MM) is a haematological
malignancy characterised by a malignant proliferation of
monoclonal plasma cells in the bone marrow producing
monoclonal immunoglobulins and by the formation of
focal osteolytic lesions in the skeleton. The disorder might
evolve from a common pre-malignant condition called
monoclonal gammopathy of undetermined significance
(MGUS). However, the factors driving the malignant
transformation of MGUS are as yet unknown. The clinical
manifestations of MM include bone pains caused by lytic
bone lesions, anaemia, hypercalcaemia, immunodefi-
ciency and renal failure [1, 2]. The incidence of the disease
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is about 3 to 4 per 100,000 in the Netherlands and
mortality rates are only slightly lower [3]. Although the
disorder is not curable in most cases, the overall survival
varies depending on the age of onset and other prognostic
features. The five-year survival rate is approximately 30%
(1,3, 4].

MM usually occurs incidentally within a family.
However, several families have been described with
multiple cases of MM, suggesting there may be
a genetic predisposition [5-11]. Since no causative
germline gene mutations have been identified,
diagnostic DNA testing of families with an inherited
type of MM and presymptomatic genetic screening for
unaffected relatives are unavailable.
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Here we report on two families with familial
clustering of MM, we review the literature on
familial MM, and we discuss the options for screening
healthy relatives for MM in these familial cases.

Case reports

Two unrelated families were referred to our clinic
asking about the possible heritability of MM in their
family and the options for screening of healthy relatives.
The patients” medical records were reviewed.

Family 1 had three first-degree relatives affected
by MM (Figure 1). The index patient (llI-2) was
a 65-year old female who was diagnosed with MM after
presenting with pain in the shoulder region and fatigue.
She had an IgG paraproteinaemia of 32 g/I, which
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later rose to 53 g/l, and 65 percent bone marrow
plasma cells. Cytogenetic findings in bone marrow
corresponded with this diagnosis (46 XX [6], 54
X, 1g+, +1p-, +3, +5, +6qg-, +9, 11g+,
-13, 14q9+, +15, +16, +19, +20 [4]). She was
treated with intensive chemotherapy and autologous
stem cell transplantation. Her father (11-3) had been
diagnosed with MM at 71 years of age after the
discovery of a lytic lesion in the spine and an IgG
paraproteinaemia. No cytogenetic analysis was
performed. He was treated with chemotherapy and
radiotherapy. Four years after the diagnosis he died
from complications due to MM. The brother of the
index patient (IlI-1) had been diagnosed with MM at
45 years of age. He had several lytic bone lesions in
his spine and pelvis and an IgG paraproteinaemia
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Fig. 1. Pedigree of family 1 with multiple myeloma. Diagnosis and age of diagnosis are given, as well as age of death. Solid blocks represent
patients with multiple myeloma; open blocks represent patients without multiple myeloma. Diagonal lines indicate deceased individuals,
and the arrow indicates the proband. The roman numbers in the left margin refer to the different generations. MM = multiple myeloma;
Lu = lung cancer; L = leukaemia; D = deceased; number in parenthesis = age of onset, current age, or age of death
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of 140 g/I. Cytogenetic analysis of bone marrow
showed no abnormalities (46,XY [10]). He was treated
with intensive chemotherapy, radiotherapy and
autologous stem cell transplantation. Six years after
diagnosis he died of complications due to MM.

The mother of the index patient died of leukaemia
(type unknown) at 75 years of age. No other
haematological malignancies were reported in the
family. Two of the patient’s paternal uncles died of lung
cancer at an old age (smoking habits unknown). There
was no known shared or individual exposure to toxic
chemicals or radiation in the patients.

Family 2 had two first-degree relatives affected
by MM (Figure 2). The index patient is a 38-year old male
who was diagnosed with MM after discovery of a lytic
lesion in the hip. He had an IgG paraproteinaemia of 37
g/l and six percent bone marrow plasma cells.
Cytogenetic findings in bone marrow were normal (46,XY
[10]). He underwent radiotherapy, intensive chemotherapy
and stem cell transplantation.

His father was diagnosed with MM at the age
of 60 years after having a pathological fracture of the
upper arm. He had an IgA-lambda paraproteinaemia
of 14 g/l and thirty percent bone marrow plasma cells.
Cytogenetic findings in bone marrow corresponded
with this diagnosis (46,XY [4], 58 XY, +3, +5, +6,
(8; 22)(q24; q11), +9, +11, +15, +18, +19, +21
[6]). He was treated with intensive chemotherapy and
autologous stem cell transplantation.
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The patterns of other types of cancer seen in these
two families did not suggest any known hereditary
cancer syndrome.

Discussion

Multiple myeloma is a relatively rare haematological
malignancy of older persons. It has an unknown
aetiology. It usually occurs incidentally within a family, but
several familial cases have been reported in the literature
[5-11]. The frequency of familial MM seems to be
approximately 3.2 per 1000 cases of MM, leading to an
occurrence of familial MM in approximately 1 per 10
million persons per year, making it a rare event [5].

The familial clustering of MM might be explained
in several ways. Shared environmental factors have
been implicated, for example radiation and pesticide
exposure were reported to have led to a higher
incidence of MM [12-13]. However, Alexander et al.
concluded that no environmental risk factors could
consistently be established when they compared
multiple epidemiologic studies on environmental
influences [14]. Chance alone might have caused the
clustering within families; however, several families have
shown an inheritance pattern that is very suggestive of
an underlying genetic factor. A number of authors have
proposed an autosomal dominant mode of inheritance,
with reduced penetrance, to explain the occurrence of
multiple cases of MM within a family [6-11, 15].
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Fig. 2. Pedigree of family 2 with multiple myeloma (see Figure 1 for explanation of symbols)
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Engelhardt et al. postulated an autosomal
recessive inheritance with low penetrance based on
their findings of a high prevalence of B-cell diseases
(MM or MGUS - monoclonal gammopathy of
unknown origin) among siblings of MM patients.
However, they only screened siblings and showed no
data on paternal or offspring disease state [16].

Both our families would fit the hypothesis of an
autosomal dominant pattern of inheritance, although
environmental agents, low penetrance predisposing
genes, or clustering by chance — or combinations of
these — could be alternative explanations for the
familial pattern. Unfortunately, because of the small
number of informative meioses and the lack of DNA
samples from some of the affected relatives, linkage
analysis cannot be expected to solve the puzzle in these
two families.

In the first family all three affected persons had an
IgG paraproteinaemia, which might suggest
a common genetic cause, but in the second family the
type of monoclonal immunoglobulin differed between
the two patients. A discrepancy in type of
immunoglobulin produced within a family was also
shown by Lynch et al. [6] in an MM/MGUS family and
also by Ogmundsdottir [17].

Some studies suggest that germline gene mutations
and polymorphisms may be associated with a risk
of MM; however, results have not been consistent and
no causative inherited genetic factor has been detected
so far [14, 18].

It has been well established that MM s
characterised by extensive genomic abnormalities in
tumour cells. The abnormalities consist of numerical
and gross structural changes, deletions, duplications
and translocations. These changes are also found in
most patients with MGUS. Some of these somatic
cytogenetic defects have major prognostic value [19-20].
Only two of the patients in our families showed
characteristic complex chromosomal changes, refuting
a relation between specific somatic chromosomal
abnormalities and constitutional genetic factors.
However, only conventional cytogenetic analysis was
performed in our patients. In theory, small structural
chromosomal changes (shared by relatives) could have
been overlooked due to the limited spatial resolution
of the technique.

Family history and cancer risk

Because no genetic factor or exact mode of
inheritance has been determined for MM, the risk for
healthy relatives of MM patients can only be estimated
from large case-control or cohort studies. Altiery et al.
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quantified the familial risk of MM by studying 11,752
patients with MM. They observed 32 familial cases.
These cases showed an SIR (standardised incidence
ratio) of MM in offspring from an affected parent
of 2.45. The SIR of MM in siblings of an affected
person was 2.44. The risk was highest for daughters
of an affected mother (SIR 5.49) [10]. Landgren et al.
conducted a case-control study to evaluate the risk of
developing MM for someone with first-degree relatives
with MM. They found a significantly increased risk
for MM in relatives of cases (RR (relative risk) 1.67).
Among female relatives, risks were almost four times
higher [11]. No explanation was found for this gender
difference. Hemminki found an SIR of 4.25 for MM
among offspring with a parent presenting with MM
[21]. Eriksson et al. calculated an RR of 5.64 for
first-degree relatives of MM patients [22]. The Swedish
national cancer registers were used for the above
studies. Outcomes presumably vary because they used
different cohorts and different statistical methods.
Brown et al. found an almost four-fold excess risk
for MM in a large case-control study in the US among
subjects with a first-degree relative with MM [23].

From the Icelandic Cancer Registry, Ogmundsdottir
et al. calculated a significantly increased risk of
developing MM for first-degree relatives (RR 2.33), with
the risk being largest for female relatives (RR 3.23)
[17]. Overall, the risk of MM in first-degree relatives
of cases with MM seems to be between two- and
four-fold. Similar familial risks have been reported for
cancers with a known, highly penetrant, predisposition
gene, like breast cancer, colon cancer and ovarian
cancer [9, 24].

To the best of our knowledge, there are no reports
estimating the risk for subjects with more than one (first-
or second-degree) relative suffering from MM, as seen
in our families, but we presume the risks are higher for
relatives of familial cases of MM than for those with
only a single family member suffering from MM.

The risk of developing other types of cancer seems
to be slightly higher for relatives of MM patients. An
increased risk for other lymphoproliferative disorders
in the relatives of MM patients has been shown,
especially for CLL (chronic lymphatic leukaemia) and
NHL (non-Hodgkin lymphoma) [9-11, 23]. Significant
associations were found between MM in a patient and
rectal, stomach, cervical, prostate, bladder, endocrine
gland and connective tissue malignancies in family
members [10, 21-22].

It has been shown that familial cases of MM occur
at an earlier age than sporadic cases, which is
a hallmark of heritable cancer [9-10]. Anticipation, or
the tendency in a multi-generational family for cancer
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to occur earlier in subsequent generations, was
observed in some studies for MM [5, 7-10], but not in
all [25]. In general, anticipation could be explained
by ascertainment bias (due fo screening of relatives or
to them being more aware of the disease, thus leading
to earlier discovery) or changes of incidence over time,
but it might also point towards a genetic cause of the
disease [9, 17]. In both our families there seems to be
anticipation. The cancer occurred on average 16 years
earlier in the first family, and 23 years earlier in the
second family.

Screening of asymptomatic relatives in multiple
myeloma families

Patients from families like the ones reported here
often have questions regarding the possibly hereditary
nature of MM in their family and ask if there is a need
to screen healthy relatives. There are no primary
preventive measures for MM as yet [14] and no
consensus guidelines for screening healthy relatives
in MM families. The only recommendation we could find
in the literature is from Hodgson et al., who suggested
screening using blood and urine protein electrophoresis
in first-degree relatives of familial MM patients and
follow-up surveillance of individuals with MGUS, but
they did not specify the frequency of screening or the
preferred age for starting screening [26].

A population with a high risk of MM in which
screening is recommended is the group of patients with
MGUS (monoclonal gammopathy of unknown origin).
MGUS can be seen as a pre-malignant precursor
of MM and it is defined by the presence of a monoclonal
protein, but the absence of a large amount of plasma
cells in the bone marrow and end-organ damage
characteristic for MM (renal insufficiency, lytic bone
lesions, anaemia, hypercalcaemia) [9-14]. MGUS
progresses into MM in about 1% of cases per year and
progression cannot be prevented [27-28]. Periodic
screening is therefore advised for patients with MGUS
in order to detect progression into MM and to prevent
or delay serious complications such as renal failure or
pathologic fractures. The quality of life of patients can
be improved by averting these events and the cost of
long-term dialysis or surgical intervention for skeletal
complications would be reduced [27]. Since there are
no known predictors to indicate which MGUS patients
will progress to MM, screening is recommended for all
patients. The periodic screening should include annual
serum protein electrophoresis [29].

Detection of MGUS in the relatives of MM patients
has been reported several times [5-6, 9, 11]. These
cases were either found by collecting familial cases or
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by direct screening of relatives. Lynch et al. reported
on a family with three siblings suffering from MM. After
screening 19 relatives using electrophoresis of urine
and blood, they detected two siblings with MGUS.
These individuals were advised about long-term
follow-up because of their increased risk for MM [9].

When considering the usefulness of a screening
program the Wilson and Jungner criteria are offen used
[30]. These indicate that there should be an important
health problem in order to start screening and that it
should only be offered if there is a certain degree of
increased risk. The previously calculated relative risks
(RRs) do not translate into a high lifetime risk because
of the low risk for MM in the general population, and
they therefore do not carry the same weight as similar
RRs that have been calculated for relatives of patients
with common types of cancer like colorectal cancer or
breast cancer [24]. However, although familial MM is
very rare, screening should be offered to selected
families for whom the health problem is significant.
The exact risk is unknown for relatives of familial MM
cases. Calculations did not take more than one
affected relative into account and may therefore have
significantly underestimated the risk for relatives in the
rare families with multiple cases of MM. Indeed, several
observations have suggested the existence of
hereditary MM, and germline gene mutations with
significant penetrance may therefore underlie
familial MM. In the absence of known risk estimates
for the relatives in these families, we conclude for
practical purposes that a significant risk cannot be
ruled out at the present time and the notion of
screening in these families cannot simply be dismissed.

According to the Wilson and Jungner criteria, there
should be a suitable and acceptable diagnostic test for
the disease and good treatment options. Screening
for MM can be done by blood and urine protein
electrophoresis, which is minimally invasive and relatively
easy to perform. On detecting a monoclonal protein,
a distinction between MGUS or MM should be made
by further study, possibly including a bone marrow
biopsy. Treatment options for MM have improved over
the last few years with respect to survival and quality of
life [4, 31].

The goal of cancer screening in general is to detect
a pre-malignant, treatable lesion (as in the case of
screening for adenomatous colorectal polyps) or to
detect a cancer in an early, treatable stage (as in
screening for breast cancer), and early detection should
positively influence the natural cause of the disease.
Even though MM is an incurable disease in most cases
and preventing the benign precursor MGUS from
progressing is impossible, screening might nevertheless
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be beneficial because detection of MGUS or
early-state MM is advantageous for morbidity and
delays mortality from the disease [27]. The criteria
further state that screening should be cost-effective and
continuous. The screening test for MM is cheap, and
early detection could prevent costly complications.
Screenings can be repeated at a certain interval.
The disadvantages of screening for MM are the
possible distress for relatives in whom MGUS or MM is
detected, since MGUS and MM are not curable and
progression from MGUS to MM can neither be predicted
nor prevented. However, weighing the advantages and
disadvantages for screening of healthy relatives in MM
families, we conclude that screening might be beneficial

Screening for healthy relatives in familial multiple myeloma

Inclusion criteria

Individuals with

— more than one first-degree relative diagnosed with multiple
myeloma, or

— one first-degree and at least one second-degree relative with

multiple myeloma

Screening programme

Annual protein electrophoresis to test immunoglobulins in blood
and urine, starting at age 40 years. If families present with MM
at a younger age, then screening could be started at say five

years earlier than the youngest age at diagnosis in those families.

for this distinct group. We suggest that screening should
comprise annual protein electrophoresis of blood and
urine and that it should be restricted to individuals with
more than one first-degree affected relative or to those
with one first-degree and at least one second-degree
relative with MM. Since MM is rarely diagnosed before
age 40, we propose that relatives should be screened
from this age. If families present with MM at a younger
age, then screening could be started five years earlier
than the youngest age at diagnosis (with the five years
being an arbitrary period). Counselling the families on
the limitations and possible advantages of screening
should of course precede any screening. We suggest
that this screening should be performed in a research
setting where the outcome can be closely monitored to
determine its clinical value and the psychological burden.
If, in the future, germline gene mutations are identified
as the cause of MM, more accurate risk estimates will
become available. If lifetime risks for mutation carriers

should

indicate the need for screening, then

presymptomatic DNA testing can help in targeting this
surveillance.

In summary, families with multiple cases of MM

are rare. Although risk estimates for asymptomatic
relatives in these families are not yet available,
a clinically significant risk of developing MM cannot
be excluded. In a research setting, these families could
be offered screening for MM.
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