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Abstract

Background:

Life time melanoma risk of mutation carriers from families with a germline mutation in the
CDKN2A gene is estimated to be 67%. The necessity to include family members in a
melanoma surveillance program is widely endorsed, but there is no consensus on which
family members should be invited.

Methods:

In a retrospective follow-up study we investigated the yield of surveillance of first- and
second-degree relatives of melanoma and pancreatic cancer patients from 21 families
with the ‘p16-Leiden” CDKN2A mutation. Melanoma incidence rates were compared with
the general population.

Results:

Three-hundred and fifty four first-degree relatives and 391 second-degree relatives were
included. Forty-five first-degree relatives and 11 second-degreesecond-degree relatives
were diagnosed with melanoma. Most (72%) of second-degree relatives diagnosed with
melanoma, had become a first-degree relative before diagnosis, due to the occurrence of
a melanoma in a parent or sibling. Overall, melanoma incidence rate was 2.1 per 1000
person years [95% confidence interval (Cl), 1.2-3.8] in family members still being second-
degreerelatives at diagnosis, compared with 9.9 per 1000 person years (95% Cl, 74-13.3) in
first-degree relatives. The standardized morbidity ratio for melanoma of second-degree
relatives compared with the general population was 12.9 (95% Cl, 7.2-23.4).

Conclusion:
Second-degree relatives from families with the p16-Leiden mutation in CDKN2A have a
considerably increased melanoma risk compared to the general population.

Impact:
This study provides justification for the surveillance of second-degree relatives from
families with a CDKN2A germline mutation.
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Introduction

Familial melanoma is one of the strongest risk factors for cutaneous melanoma.
Approximately 10% of melanoma cases are found in families with two or more patients
with melanoma.' In up to 40% of families with three or more melanoma cases a mutation
in the high penetrance melanoma susceptibility gene CDKN2A (MIM# 600160) is found.?
With respect to melanomagenesis, CDKN2A has an incomplete penetrance that has been
estimated to be 0.67 by age 80 years.? In the Netherlands, by far the most prevalent
CDKN2A germline mutation is a specific founder mutation (c.225-243del19),* known as the
pl6-Leiden mutation. The p16-Leiden mutation is associated with a very high melanoma
risk, comparable with other COKN2A mutations, and with a cumulative risk of pancreatic
cancer of 17% by age 75°

Because of the increased melanoma risk and expected benefit of surveillance’ regular
surveillance of members of familial melanoma families is widely advocated®? In the
Netherlands, the first surveillance program for familial melanoma was initiated at the
Leiden University Medical Center (LUMC, Leiden, the Netherlands) in 1981. Individuals that
were invited to the program encompassed patients with melanoma, their first-degree
relatives (parents, siblings and children) as well as their second-degree relatives
(grandparents, uncles, aunts, nieces, nephews and grandchildren). Assuming an autosomal
dominant pattern of inheritance (as was later proven to be the case for CDKN2A germline
mutations), first and second-degree relatives have a 50% and 25% chance of carrying the
genetic risk factor.

The 1981 surveillance guidelines were based on the estimation that life time melanoma
risk of mutation carriers approximated 100%, implying an almost 25% life time melanoma
risk for second-degree relatives. Since 1981, the recommendation for surveillance of
second-degree relatives has remained unchanged.®

Since the year 2000 (predictive, CDKN2A) DNA testing of asymptomatic family members is
available in the Netherlands. Predictive DNA testing facilitates the selective offering of
surveillance to those family members at highest risk of melanoma and therefore has the
potential to greatly increase surveillance (cost) effectiveness. An earlier study at our
institution suggested however that the majority of relatives either do not opt for genetic
testing, or at an age (i.e, average age 48 years) that lies considerably beyond the young age
of onset (i.e. median age of melanoma diagnosis 39 years) in CDKN2A mutated families.""?
As a consequence second-degree relatives have continued to present for surveillance.

To the best of our knowledge, surveillance of second-degree relatives has not been
addressed in (familial) melanoma guidelines from other countries and is unusual for other
types of hereditary cancer syndromes as well. Given this discrepancy between Dutch and
foreign guidelines, and to evaluate current surveillance recommendations, we performed
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a retrospective follow-up study to evaluate the yield of surveillance of second-degree
relatives in families with a founder mutation in CDKN2A (the p16-Leiden mutation).

Materials and Methods

Family ascertainment and data collection

Families were ascertained through the pigmented lesion clinic of the department of
dermatology of the Leiden University Medical Centre (LUMC) from 1980 onward. At the
clinic family trees were constructed and family members were invited to participate in
annual total skin examinations. Since 1985, a decade before the identification of the
pl6-Leiden mutation, blood samples have been collected for research purposes. Patients
consented to this, knowing that carrier information would not be transmitted back to
them. Clinicians were also kept unaware of gene carrier status.

Pedigree information was updated on a regular basis. Follow-up data were collected, both
during clinic visits, and in several research projects. Confirmation of melanoma diagnoses
was gathered through pathology reports and medical records. In 2007 at the event of an
earlier study, melanomas of mutation negative family members and all tumors with
missing data, in situ melanomas and lentigo malignas were revised by one of us, a member
of the pathology panel of the Dutch Melanoma Working Party.” Further details on family
ascertainment and the collection of follow-up data have been described elsewhere.

Inclusion

Inclusion of family members was based on the presence of the p16-Leiden mutation in
their family and independent of personal CDKN2A mutation status (mutated, wildtype or
unknown). In the study model all relatives with melanoma or pancreatic cancer were
regarded (probable) mutation-carriers and mutation status of all other relatives was
regarded to be unknown.

First and second-degree relatives of family members with a medical history of invasive
melanoma, melanoma in situ or pancreatic cancer, were included. A minimum age of 12
years was required. To minimize selection bias, not only family members undergoing
regular skin check-ups and participants in research projects at the LUMC dermatology
department, but also relatives that had not visited the LUMC clinic thus far, were included
in the study. Data on nonvisiting family members were obtained from their parents,
siblings or children that did visit the clinic and was collected through questionnaires at the
occasion of an earlier study® No data were available on the extent of participation of
family members at skin examinations by general practitioners or clinicians at other
hospitals than the LUMC.
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Analysis of melanoma incidence

Melanoma incidence was analyzed in two ways. In the first analysis we used a model in
which calculation of follow-up was independent of actual participation in the surveillance
program. Follow-up times for all relatives started as soon as their family fulfilled the criteria
for familial melanoma, which was defined as: a minimum of two first-degree relatives with
either invasive melanoma, or one with invasive melanoma and one with pancreatic cancer,
or three (non-first-degree) relatives with invasive melanoma or two with invasive melanoma
and one with pancreatic cancer. End of follow-up was defined as: (i) occurrence of an event,
i.e. the diagnosis of an invasive or in situ melanoma; (ii) end of follow-up due to closure of the
study (Jan 1 2004, based on completeness of data collected for an earlier study), lost to
follow-up, death, a diagnosis of pancreatic cancer (indicating a probable p16-Leiden
mutation carrier) or having a child or grandchild diagnosed with melanoma or pancreatic
cancer (indicating a high likelihood of being a p16-Leiden mutation carrier). An additional
reason for end of follow-up for second-degree relatives consisted of the reclassification as
first-degree relative. Subsequent follow-up of these relatives was included in the calculation
of the melanoma incidence rate of first-degree relatives. For relatives with multiple primary
melanomas, only the first melanoma was included in the analysis.

A second analysis was conducted to calculate the melanoma incidence in first and
second-degree relatives during actual participation in the surveillance program at the
LUMC dermatology department. It was anticipated that this sub-population was enriched
for individuals with an increased likelihood of being diagnosed with melanoma, as it was
expected that family members with a suspicious nevus or large numbers of (atypical) nevi
were more likely to attend surveillance. For this sub-analysis we used data on clinic visits
spanning from 1993 till 2004, as from 1993 onwards clinic appointments were recorded in
the LUMC hospital information system.

Statistical analysis
Person years were calculated separately for each category (first- and second-degree relatives)
and used to compute overall incidence rates and incidence rates per 10 years age groups.
For second-degree relatives that became first-degree relatives during follow-up, subsequent
follow-up was added to the person vyears for first-degree relatives, as described earlier.
The overall HR for first-degree relatives to develop a melanoma compared with second-
degree relatives corrected for age was estimated using a Cox proportional hazard analysis.
Standardized morbidity ratios (SMR) were calculated to estimate the increase in melanoma
risk in first and second-degree relatives compared to the general population. The SMR
was computed as the ratio of the observed number of cases in either the first- or
second-degree relatives over the number of cases expected based on the case rate in the
general population, after standardization for age and incidence year distribution. General
population data were based on the reported melanoma incidences (with (near) completeness
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of data both for invasive and in situ melanomas) per gender and 5-years age categories
between 1989 and 2003 at the Netherlands Cancer Registry.”

To analyze the probability of second-degree relatives to become a first-degree relative
before melanoma diagnosis a multi-state analysis was conducteded with age as time
scale! Four states are considered: (i) second-degree relative without melanoma, (ii)
first-degree relative without melanoma, (iii) second-degree relative with melanoma, and
(iv) first-degree relative with melanoma. Transitions are possible from state 1 to 2 and 3,
and from state 3 to 4. Non-parametric estimates of the transition hazards were obtained
using the package mstate, version 0.2.6 for R.” Subsequently, state occupation probabilities
(of the four states) over time were calculated, given second-degree relative without
melanoma at t=0, based on the Aalen-Johansen estimator.

Analyses were performed with STATA (version 11), SPSS (version 17) and R (version 2.15.0).

Results

Data characteristics

A total of 21 families was included in the study. Twelve families were included with two
first-degree relatives with melanoma, 2 families with three (non-first-degree) relatives with
melanoma, 5 families with two first-degree relatives, one with melanoma and one with
pancreatic cancer, and 2 families with two relatives with melanoma and one or more
relatives with pancreatic cancer.

On the basis of the pedigrees of these 21 families there were 789 eligible family
members. Of these, 667 could be included: 354 first-degree relatives (including 78 relatives
thatturned from secondintofirst-degree relative during follow-up) and 391 second-degree
relatives. Data characteristics are reported in table 1.

A total of 56 relatives (45 first-degree, 11 second-degree relatives) were diagnosed with
melanoma during follow up; 50 invasive and 6 in situ melanomas (5 in first-degree, 1 in
second-degree relatives). Three additional lesions initially diagnosed as in situ melanoma
were excluded, as they were reclassified as benign melanocytic lesions after histologic
revision. Median age of melanoma diagnosis was 39 years (range 15 - 72) in first-degree
relatives and 26 years (range 16 — 44) in second-degree relatives.

In case of the first-degree relatives, 13 patients were diagnosed with melanoma (29%)
at their first clinic visit, 22 patients (49%) during surveillance, and for 10 patients (22%) the
moment of melanoma detection could not be verified. For second-degree relatives the
moment of melanoma detection was; 1 (9%) first clinic visit, 9 (82%) during surveillance
and 1 (9%) unverifiable.
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Table 1 Data characteristics

Characteristics First-degree Second-degree Total
relatives relatives

Total number of relatives in 364 (286 + 78%) 503 867 (789 %)
the pedigrees
Number of relatives 354 (97%) 391 (78%) 745 (667%)
included in the study
Total follow-up (person 4531 5280 9811
years)
Number of relatives with 319 331 650
complete follow-up
Length of follow-up 12.8y (0.0 - 364) 149y (0.0 -257) -
median (range)
Age at inclusion median 33y (12-78) 19y (12-71) -
(range)
Gender 177 males (49.7% ) 203 males (52.2%) -

Legend: * Seventy-eight individuals changed from second- to first-degree relative during follow-up. Their
person years as second-degree relative were added to the totals of second-degree relatives and person years as
first-degree relative to the totals of the first-degree relatives.

Melanoma incidence
Overall, melanoma incidence rate was 9.9 per 1000 person years (95% Cl, 74 to 13.3) in
first-degree relatives and 2.1 per 1000 person years (95% Cl, 1.2 to 3.8) in second-degree
relatives (Table 2). Overall HR of first-degree relatives to develop a melanoma compared
with second-degree relatives, adjusted for age, was found to be 5.1 (95% Cl = 2.6 to 10.0,
P <0.001).

Overall SMR for melanoma compared with the general population was 101.0 (95% C|,
559 - 182.3) in first-degree relatives (observed: 45, expected: 0.76), and 12.9 (95% Cl, 7.2 — 234)
in second-degree relatives (observed: 11, expected: 0.53).

Melanoma detection rates during surveillance

We conducted a subanalysis of relatives that had been under surveillance at the LUMC
dermatology clinic. A total of 128 of 277 first-degree relatives (46%) and 113 of 286 second-
degree relatives (40%) with follow-up data between 1993 and 2004, attended the
surveillance program at least once within this period.

The number of clinic visits per year was 1.12 for first-degree relatives (705 clinic visits in 627
person years) and 091 for second-degree relatives (536 clinic visits in 588 person years).
Median age of first and second-degree relatives was 32.6 years and 28.8 years, respectively.
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Table 2 Incidence rates of melanoma in first- and second-degree relatives according
to age

A. Incidence rates of melanoma in first-degree relatives:

Age band No. of melanoma  No. of Incidence rate /1000
case patients person years person years (95% Cl)

10-19 4 407.1 98 (3.7-26.2)

20-29 7 801.5 87 (4.2-1823)

30-39 14 967.1 14.5 (8.6-24.4)

40-49 8 7773 103 (5.1-20.6)

50-59 6 682.5 88 (3.9-19.6)

60-69 5 5740 8.7 (3.6-209)

70-79 1 25338 39 (0.6-280)

80-89 0 53.1 0  (0-69.0)

90-99 0 146 0 (0-252.7)

TOTAL 45 45310 99 (74-133)

B. Incidence rates of melanoma in second-degree relatives:

Age band No. of melanoma  No. of Incidence rate / 1000
case patients person years person years (95% Cl)

10-19 1 878.5 1.1 (0.2-8.1)

20-29 6 15889 38 (1.7-84)

30-39 2 15514 1.3 (03-52)

40-49 2 838.6 24 (0.6-9.5)

50-59 0 2674 0 (0138

60-69 0 1123 0 (0-329)

70-79 0 382 0 (0-96.6)

80-89 0 5.0 0 (0-7378)

TOTAL 11 5280.2 21 (1.2-38)

Melanoma incidence rate was calculated to be 22.3 / 1000 person years (95% Cl, 13.2 —
377) in first-degree relatives and 8.5 / 1000 person years (95% Cl, 3.5 — 204) in second-degree
relatives. Overall HR of first-degree relatives to develop a melanoma compared with
second-degree relatives, adjusted for age, was found to be 2.6 (95% Cl, 0.9 to 7.6, p = 0.070).

In family members that had not been under surveillance at the LUMC between 1993
and 2004, in this period one melanoma was diagnosed in first-degree relatives (n = 149)
and one melanoma in second-degree relatives (n = 173).



Surveillance of 2" degree relatives from CDKN2A mutated families | 83

Figure 1
o |
o
1 .@
| no melanoma a
=] ]
©Q
=
o
>3
o
8
> O <
£ o7 3
5 melanoma®
3 J
o
o melanoma® |
a. w
< | [0}
o Q
o
=
o
o
[}
<Q
| ps
N no melanoma @
o =
@©
Q@
=
[0
o0
o | )
S
T T T T T
0 20 40 60 80
Age

Figure 1 represents the probability of second-degree relatives to belong to either of four states according to their
age (12 - 80 years): ' second-degree relatives who have become first-degree relatives (but were not diagnosed
with melanoma); ? second-degree relatives who have become first-degree relatives and were subsequently
diagnosed with melanoma; * second-degree relatives diagnosed with melanoma (as second-degree relative);
*second-degree relatives (who remain second-degree relative and were not diagnosed with melanoma).

Second to first-degree relative transition

During follow up 20% (78/391) of the second-degree relatives became first-degree
relatives as the result of a new diagnosis of melanoma or pancreatic cancer in one of their
family members. Median age of transition from second to first-degree relative was 30
years (range 12-67).

Besides the 11 second-degree relatives that were diagnosed with melanoma while (still)
being a second-degree relative (median age of diagnosis: 26 years (range 16 — 44), there
were 11 relatives, who started out as second-degree relative at inclusion, and were
diagnosed with melanoma after they had become a first-degree relatives (median age of
diagnosis: 35 years (range 16 — 46). There were no differences between these two groups
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concerning age at inclusion; (median 15.1 yrs (range 12.0 — 28.4) versus 174 yrs (range 12.0
—39.3), number of first-degree relatives (parent and siblings); 4 relatives (range 3 - 6) versus
3 relatives (range 1 — 8), or number of first-degree relatives older than themselves; 2 relatives
(range 1 —4) versus 3 relatives (range 1 —4).

In Fig. 1 the probabilities of second-degree relatives to become a first-degree relative and
to develop a melanoma as a first or second-degree relative, according to age, are
presented. Overall 20.8% of individuals that entered follow-up as second-degree relatives
were estimated to be diagnosed with melanoma at age 80 years, 72.2% of whom had
been transformed to first-degree relative, before melanoma diagnosis.

Discussion

The goal of this study was to evaluate the yield of surveillance of second-degree relatives
in melanoma families with the p16-Leiden mutation in CDKN2A. In the Netherlands,
historically all first and second-degree relatives of patients with melanoma with familial
melanoma have been recommended to undergo regular skin examinations. Given the
expected high life time risk and relatively simple, noninvasive screening procedure at
hand, inclusion of second-degree relatives in the surveillance program seemed logical at
the time. An intensive literature study suggested that inclusion of second-degree relatives
is unusual in other countries and for other types of hereditary cancer, '®7 but we did not
encounter evidence against inclusion of second-degree relatives either.

We report a melanoma incidence rate of 2.1 / 1000 person years for second-degree
relatives. The relative risk of first-degree relatives (incidence rate: 9.9 / 1000 person years)
compared with second-degree relatives was 5.1, which was considerably higher than
anticipated on the basis of Mendelian inheritance (expected RR = 2). To a certain extent
this can be explained by our finding that 72% of individuals that entered the study as
second-degree relatives that were later diagnosed with melanoma, became a first-degree
relative before their melanoma diagnosis. This implies that the majority of melanomas
diagnosed in (initially) second-degree relatives were diagnosed after their parent or
sibling became melanoma patient, and would not have been missed if only first-degree
relatives would have been under surveillance. If transition of second-degree relatives to
first-degree relatives was neglected, the overall proportion of second-degree relatives
diagnosed with melanoma at age 80 years was estimated to be 20.8%, which is similar to
the 17% (a priori) risk that would be expected on Mendelian inheritance (25% of the
penetrance for melanoma of proven mutation carriers (67%)).>

The melanoma detection rate of second-degree relatives that had been under
surveillance at the LUMC dermatology clinic was considerably higher (8.5 / 1000 person
years) than the estimate for the second-degree relatives population as a whole (2.1 / 1000
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person years). It is likely that family members with larger number of (atypical) nevi, who
have a higher probability of being a mutation carrier and a higher melanoma risk,'®' are
more likely to participate in surveillance. However, we have no data on nevus phenotype
to support this supposition. In addition we expect that relatives with a suspicious lesion
(i.e. possible melanoma) are more likely to participate in surveillance. This notion is
supported by the fact that 25% of the melanomas in our study were detected in family
members who presented at the clinic for the first time. Early diagnosis may have accounted
for part of the higher melanoma detection rates in second-degree relatives that were
under surveillance. This is supported by an earlier reported that surveillance of these
families was associated with lower tumor Breslow thickness.(7)

The melanoma risk of second-degree relatives was calculated to be 12.9 -fold that of
the general population, which is considerably higher than the estimates for individuals
with established risk factors such as > 5 atypical naevi (relative risk (RR): 6.4) or with > 100
melanocytic nevi (RR: 6.9).2°

On the basis of the incidence rates from our study, the number of patients needed to be
screened annually to detect one melanoma (number needed to screen; NNS), was 101 in
first, and 476 in second-degree relatives. For second-degree relatives that participated in
the LUMC surveillance program at the time of diagnosis, the NNS was 118. A recent popu-
lation-based skin cancer screening intervention study in the German state of Schleswig-
Holstein involving 360288 screenees, reported a NNS for malignant melanoma of 620.”!
Taking into consideration that this study involved considerably older subjects (mean age
50 years) that were screened only once, the yield of surveillance of second-degree relatives
in our study was considerably higher.

The ultimate goal of melanoma surveillance and screening is to reduce morbidity
and mortality. With the lack of evidence from randomized controlled studies, there is still
considerable debate on this subject.???* As there are considerable data that suggests
screening for melanoma does save lives, offering surveillance to selected high risk
populations seems justified.®

Retrospective follow-up studies like ours are at risk of several biases. We dealt with possible
family selection bias by excluding probands from the analyses. Consistency of
(retrospective and prospective) data could be confirmed in an additional analysis (Cox
proportional hazard analysis with delayed entry, data not shown) as from the time families
were included in the analysis, melanoma incidence rates were constant over time (a
straight line fitting within the 95% confidence intervals) for both first and second-degree
relatives. This was also the case for the probability of second-degree relatives to become
first-degree relatives. In an attempt to correct for selection bias of persons at increased risk
of melanoma (as described earlier) relatives that had not been screened at the LUMC were
included in the analysis.
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Our study may have been prone to overdiagnosis and misclassification bias.**%
However, as all in situ melanomas and melanomas of proven mutation negative family
members have been revised at the event of an earlier study, we may have reduced mis-
classification to a minimum. At the same time surveillance is likely to prevent melanomas
as a result of the practice to excise changing and clinically suspicious nevi. Taking these
consideration into account our results should be viewed with some reserve. It is our overall
impression however that our data are sound given the fact that the overall cumulative
melanoma incidence of second-degree relatives at age 80 years approximated the
expected life-time risk based on data from the literature (see above).

In conclusion, this study provides insights in the family dynamics of surveillance and
estimates of melanoma incidence rates and relative risks of second-degree relatives from
CDKN2A mutated families that facilitate the discussion on the selection of relatives for
surveillance. We belief our results provide justification for the surveillance of second-degree
relatives from these very high-risk melanoma families. Further research is necessary to sort
out whether these findings equally apply to families without (or other germline-)
mutations in the high-penetrance melanoma susceptibility gene CDKN2A.

Acknowledgments
We thank Clasine van der Drift for her very helpfull assistance with the data collection, and
Thomas Donker for formatting figure 1.



Surveillance of 2" degree relatives from CDKN2A mutated families | 87

Reference List

10.

1.

20.

21.

22.

Ang CG, Kelly JW, Fritschi L, Dowling JP. Characteristics of familial and non-familial melanoma in Australia.
Melanoma Res. 1998,8:459-64.

Goldstein AM, Chan M, Harland M, Hayward NK, Demenais F, Bishop DT et al. Features associated with
germline CDKN2A mutations: a GenoMEL study of melanoma-prone families from three continents. J.Med.
Genet. 2007;44:99-106.

Bishop DT, Demenais F, Goldstein AM, Bergman W, Bishop JN, Bressac-de Paillerets B et al. Geographical
variation in the penetrance of CDKN2A mutations for melanoma. J.Natl.Cancer Inst. 2002;94:894-903.

Gruis NA, van der Velden PA, Sandkuijl LA, Prins DE, Weaver-Feldhaus J, Kamb A et al. Homozygotes for
CDKN2 (p16) germline mutation in Dutch familial melanoma kindreds. Nat.Genet. 1995,10:351-3.

de Snoo FA, Bishop DT, Bergman W, van L, |, van der DC, van Nieuwpoort FA et al. Increased Risk of Cancer
Other Than Melanoma in CDKN2A Founder Mutation (p16-Leiden)-Positive Melanoma Families. Clin.Cancer
Res. 2008;14:7151-7.

Hansson J, Bergenmar M, Hofer PA, Lundell G, Mansson-Brahme E, Ringborg U et al. Monitoring of kindreds
with hereditary predisposition for cutaneous melanoma and dysplastic nevus syndrome: results of a
Swedish preventive program. J.Clin.Oncol. 2007;25:2819-24.

van der Rhee JI, de Snoo FA, Vasen HF, Mooi WJ, Putter H, Gruis NA et al. Effectiveness and causes for failure
of surveillance of CDKN2A-mutated melanoma families. J Am.Acad.Dermatol. 2011,65:289-96.
Curiel-Lewandrowski C, Chen SC, Swetter SM. Screening and Prevention Measures for Melanoma: Is There a
Survival Advantage? CurrOncol.Rep. 2012;14:458-67.

Katalinic A, Waldmann A, Weinstock MA, Geller AC, Eisemann N, Greinert R et al. Does skin cancer screening
save lives?: An observational study comparing trends in melanoma mortality in regions with and without
screening. Cancer 2012,

Dutch Melanoma Society. Guidelines Melanoma of the skin. Alphen aan den Rijn: van Zuiden, 2005.

de Snoo FA, Riedijk SR, van Mil AM, Bergman W, ter Huurne JA, Timman R et al. Genetic testing in familial
melanoma: uptake and implications. Psychooncology. 2008;17:790-6.

van der Rhee JI, Krijnen P, Gruis NA, de Snoo FA, Vasen HF, Putter H et al. Clinical and histologic characteris-
tics of malignant melanoma in families with a germline mutation in CDKN2A. J Am.Acad.Dermatol.
2011;,65:281-8.

Integraal Kankercentrum Nederland. http://www.cijfersoverkanker.nl/selecties/dataset_1/img5207707bb5daa.
(access date oktober 18 2012).

Putter H, Fiocco M, Geskus RB. Tutorial in biostatistics: competing risks and multi-state models. Stat.Med.
2007;26:2389-430.

de Wreede LC, Fiocco M, Putter H. The mstate package for estimation and prediction in non- and semi-
parametric multi-state and competing risks models. Comput.Methods Programs Biomed. 2010;99:261-74.
Marsden JR, Newton-Bishop JA, Burrows L, Cook M, Corrie PG, Cox NH et al. Revised U.K. guidelines for the
management of cutaneous melanoma 2010. Br.J Dermatol. 2010;163:238-56.

Clinical Practice Guidelines for the Management of Melanoma in Australia and New Zealand. http:/www.
nhmrc.gov.au/_files_nhmrc/publications/attachments/cp111.pdf . (access date oktober 18 2012).

Bishop JA, Wachsmuth RC, Harland M, Bataille V, Pinney E, MacK P et al. Genotype/phenotype and
penetrance studies in melanoma families with germline CDKN2A mutations. J.Invest Dermatol. 2000;114:28-33.
Demenais F, Mohamdi H, Chaudru V, Goldstein AM, Newton Bishop JA, Bishop DT et al. Association of MCTR
variants and host phenotypes with melanoma risk in CDKN2A mutation carriers: a GenoMEL study. J Natl.
Cancer Inst. 2010;102:1568-83.

Gandini S, Sera F, Cattaruzza MS, Pasquini P, Abeni D, Boyle P et al. Meta-analysis of risk factors for cutaneous
melanoma: |. Common and atypical naevi. Eur.J.Cancer 2005;41:28-44.

Waldmann A, Nolte S, Geller AC, Katalinic A, Weinstock MA, Volkmer B et al. Frequency of excisions and
yields of malignant skin tumors in a population-based screening intervention of 360,288 whole-body
examinations. Arch.Dermatol. 2012;148:903-10.

Curiel-Lewandrowski C, Kim CC, Swetter SM, Chen SC, Halpern AC, Kirkwood JM et al. Survival is not the only
valuable end point in melanoma screening. J.Invest Dermatol. 2012;132:1332-7.



88 | Chapter 5

23, Wolff T, Tai E, Miller T. Screening for skin cancer: an update of the evidence for the U.S. Preventive Services
Task Force. Ann.Intern.Med. 2009;150:194-8.

24. van der Rhee JI, Mooi WJ, Kukutsch NA, de Snoo FA, Bergman W. latrogenic melanoma. Comment on:
Melanoma epidemic: a midsummer night's dream? Br.J Dermatol. 2010,162:457-8.

25.  Welch HG, Black WC. Overdiagnosis in cancer. J Natl.Cancer Inst. 2010;102:605-13.



Surveillance of 2" degree relatives from CDKN2A mutated families | 89






