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Abstract

BACKGROUND—CDKN2A is the major high-risk susceptibility gene for melanoma.

OBJECTIVE—To evaluate the effect of CDKN2A mutations in high-risk Spanish melanoma 

patients and the association with clinical and family history features.

METHODS—A cross-sectional study design was used to analyze the CDKN2A impact in 702 

Spanish patients with a high-risk of developing melanoma.

RESULTS—The CDKN2A mutation prevalence was 8.5% in sporadic multiple primary 

melanoma patients and 14.1% in familial melanoma. Number of cases in the family, number of 

primary melanomas and age of onset were associated with the presence of CDKN2A mutation. 

Having a CDKN2A mutation in the family increased the prevalence of other cancers (PR=2.99, 

p=0.012), pancreatic (PR=2.97, p=0.006), lung (PR=3.04, p<0.001) and breast (PR=2.19, 

p=0.018) cancers but not nephrourologic or colon cancer.

LIMITATIONS—Smoking status was not assessed in the individuals with lung cancer.
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CONCLUSIONS—Melanoma-prone families with mutations in CDKN2A have an increased 

prevalence of a broad spectrum of cancers including lung, pancreatic and breast cancer. This 

information should be included in genetic counseling and cancer prevention programs for 

CDKN2A mutation carriers.
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INTRODUCTION

Melanoma is a complex and heterogeneous disease, involving environmental, phenotypic 

and genetic risk factors. Sunlight is the major environmental risk factor for melanoma1 and 

phenotypic characteristics such as skin, eye and hair color and the number of common and 

atypical cutaneous nevi are melanoma risk factors.2, 3

Approximately 5–10% of melanoma cases occur in a familial context.4 To date, two high-

penetrance genes have been implicated in melanoma susceptibility: CDKN2A (cyclin-

dependent kinase inhibitor 2A) and CDK4 (cyclin-dependent kinase 4). Germline mutations 

in the CDKN2A gene have been observed in 20–40% of melanoma-prone families.5 This 

gene codes for the tumor suppressor proteins p16INK4 and p14ARF, both involved in cell 

cycle inhibition through different pathways.6 Germline mutations in CDK4, an oncogene 

encoding one of the binding partners of p16INK4, are restricted to a few melanoma 

families.7

In addition to melanoma, other cancers have been observed in CDKN2A mutated melanoma-

prone families and several studies have shown an increased risk of pancreatic cancer among 

these families.8, 9 In families carrying mutations, the relative risk of developing pancreatic 

cancer was 7.4 or 14.8 in studies from USA10 and Italy11, respectively. Furthermore, an 

increased risk of breast cancer has been observed in CDKN2A mutated pedigrees.12 In the 

first Spanish CDKN2A mutated family, an increased risk for lung and breast cancers was 

also suggested.13

The identification of high-risk penetrance melanoma genes, which in turn are related to 

phenotypical characteristics of patients and number of cases within families, has allowed us 

to recommend genetic counseling to familial melanoma. Genetic counseling is a non-

directed process offered to families to help them understand the meaning of the disease, the 

meaning of genetic susceptibility, the patterns of inheritance, the option of genetic testing, 

the understanding of all the possible results, and also primary and secondary prevention.14 

To date, in low melanoma incidence populations the inclusion criteria for genetic testing in 

melanoma are: two (synchronous or metachronous) primary melanomas in an individual or 

families with at least two melanoma cases in first- or second-degree relatives.15

Also, the presence of pancreatic cancers among first- or second-degree relatives of the 

melanoma patients has been considered as a selection criteria for Genetic counseling.15 

Thus, identification of other malignancies related to CDKN2A mutated families may be 
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useful to refine the selection criteria and to improve preventive strategies. The aim of this 

study is to investigate which clinical and familial history features are associated with the 

presence of germline CDKN2A mutations in high-risk Spanish melanoma patients.

PATIENTS AND METHODS

Patients

A cross-sectional study design was used to analyze the CDKN2A impact in melanoma high-

risk patients. Overall, 702 melanoma patients were included in the study: 236 sporadic 

multiple primary melanoma patients (SMP), and 466 familial melanoma patients belonging 

to 330 high-risk melanoma-prone families with at least 2 melanoma cases (269 families with 

2 melanoma cases, 47 families with 3 melanoma cases, 11 families with 4 melanoma cases 

and 3 families with 5 melanoma cases). The patients included in the study were 

consecutively recruited from January 1992 to June 2013.

According to the number of tumors and the presence of other cases in the family, the set of 

patients included: sporadic melanoma patients with multiple primaries (SMP, n=236), 

melanoma patients with multiple primary melanoma and familial history of melanoma 

(FMP, n=115) and melanoma patients with a single primary melanoma and family history of 

melanoma (n=351).

The variables included in the analyses were age of onset, number of primary melanomas, 

number of melanoma cases within the family and the presence of other cancers in first and 

second degree relatives of the melanoma patients. We evaluated specifically, whether first 

and second degree relatives developed pancreatic, colon, lung, nephrourologic (including 

kidney, bladder or prostate cancers) or breast cancers. We focused on those cancer types 

previously related to CDKN2A germline mutations such as pancreatic cancer and we have 

also included the most common cancers in Catalonia (colon, lung, breast, prostate and 

bladder).16 The cancer history was obtained from personal interviews conducted the day of 

the melanoma diagnosis or during the follow-up.

Age of onset information was available for more than 90% of the patients and family history 

of other cancers was available in 90% of melanoma-prone families and 80% of SMP. A 

questionnaire about smoking habits was obtained from 172 individuals belonging to 75 

melanoma-prone families. The set included 54 (31.4%) CDKN2A mutation carriers and 118 

(68.6%) wild-type individuals. The smoking habits were classified as: never, former or 

current smokers. The age of daily smoking and the number of cigarettes per day was also 

recruited for current and former smokers. Smoking habits from the general population from 

Catalonia were collected from the National Statistics Institute of Spain (Instituto Nacional 

de Estadística – INE, for the period July 2011 to June 2012).

All patients were selected from The Melanoma Unit Database from the Hospital Clinic of 

Barcelona. The study was approved by the ethical committee of the Hospital Clinic of 

Barcelona. The patients gave their written, informed consent.
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Mutational Analysis

Genomic DNA was obtained from peripheral lymphocytes of the melanoma patients 

included in the study according to the salting-out method.17 The CDKN2A locus (exon 1α, 

1β, 2 and 3) and CDK4 exon 2 were amplified by polymerase chain reaction (PCR) as 

previously described.13, 18, 19

Statistical Analysis

The two-sided Chi-squared or Fisher Exact Test, as appropriate, was used to test for 

statistical significance in proportion comparison. Continuous variables, such as the age at 

diagnosis, were tested using the ANOVA test. Analysis of familial history of other cancers 

was carried out by classifying the pedigrees as to absence or presence of a given type of 

cancer, and calculating the prevalence ratio (PR) and its 95% confidence intervals.

The functional effect of each genetic variant detected in CDKN2A was evaluated in silico 

using PolyPhen-2 software.20 Families and patients carrying non-coding mutations (1/236 

SMP and 3/330 families) or mutations predicted to be benign and not segregating in the 

family (1/236 SMP and 1/330 family) were excluded. The COSMIC database (http://

cancer.sanger.ac.uk/cancergenome/projects/cosmic/) was used to evaluate whether 

previously unreported germinal mutations were observed at the somatic level.

Bonferroni correction was applied in multiple analyses and an adjusted p-value was obtained 

multiplying the test p-value for the number of comparisons performed. The result was 

considered statistically significant if p-value (p) or adjusted p-value (adj p), as appropriate, 

was <0.05. The SPSS 17.0 software was used for the statistical analyses.

RESULTS

CDKN2A and CDK4 were tested in 702 melanoma patients: 236 SMP patients and 466 

familial melanoma patients belonging to 330 high-risk melanoma-prone families with at 

least 2 melanoma cases. Overall, 32 germline CDKN2A mutations were identified: 18 

previously described mutations,13, 19, 21–31 9 mutations previously observed at the somatic 

level32, 33 and 5 novel unreported mutations. CDK4 mutations were not observed.

Several sporadic cases or families were removed from the study based on different criteria. 

A SMP case carrying a predicted benign mutation which has not been previously described 

(p.G32R located in exon 1β); one family carrying a predicted benign mutation not 

previously described which did not segregate among cases (p.P11T located in exon 1α); two 

families with a synonymous change with unknown effect on the 3’UTR of protein p14ARF 

(c.369C>T located in exon 2) and one SMP patient and one family carrying intronic 

mutations.

CDKN2A mutations were detected in 8.5% (20/234) of SMP patients and in 14.1% (46/326) 

of melanoma-prone families. In the set of families, the frequency of CDKN2A mutation 

differs according to the number of melanoma patients within the family. CDKN2A mutation 

was found in 10.9% (29/265), 23.4% (11/47), 36.4% (4/11) and 66.7% (2/3) of families with 

2, 3, 4 and 5 cases, respectively (p=0.001). Also, statistically significant differences were 
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observed according to the number of FMP in the family. Germline CDKN2A mutations were 

found in 6.3% (14/224) of families without FMP cases and in 30.1% (25/83) and 40% (6/15) 

of families with 1 or 2 FMP cases, respectively (p<0.001).

In the subgroup of multiple primary melanoma patients (MPM), we evaluated whether the 

presence of a CDKN2A mutation was related to the number of melanoma developed 

independent of the familial history of melanoma. We found that the number of tumors 

correlates with the presence of CDKN2A mutations, observing 12.6% of positive mutation 

carriers in cases with two melanomas, up to 48.0% of mutation carriers in patients who 

develop at least four melanomas. These differences were also detected in both SMP and 

FMP cases (Table I).

We observed that the presence of CDKN2A mutations also modulates the age of onset 

among the set of patients. Overall, melanoma patients with CDKN2A mutations showed 

lower age of onset compared with wild-type patients (adj p<0.001) (Table II). Such 

differences were also found when the analyses were focused on familial melanoma patients 

(adj p=0.040), all MPM (adj p<0.001) and SMP (p<0.001).

Finally, the overrepresentation of other malignances in CDKN2A mutated families was 

assessed combining the information from the 326 melanoma-prone families and from those 

families with a SMP case. Overall, the presence of relatives that develop other cancer types 

was more frequently reported by melanoma patients carrying CDKN2A mutations. We found 

that the Prevalence ratio (PR) of other cancers in germline CDKN2A mutation pedigrees was 

2.98 (adj p=0.012). The analyses according to cancer type showed an increased presence of 

pancreatic cancer (PR=2.97, adj p=0.006), lung cancer (PR=3.04, adj p<0.001) and breast 

cancer (PR=2.19, adj p=0.018) in first and second degree relatives of melanoma patients 

carrying CDKN2A mutations, compared to the wild-type. In contrast, no differences were 

observed in the presence of nephrourologic or colon cancer (Table III). In the analyses 

restricted to melanoma-prone families (Table III), the association between the presence of 

pancreatic cancer and lung cancer and CDKN2A mutation in the family remained 

statistically significant PR=3.26, adj p=0.012 and PR=3.17, adj p<0.001; respectively).

To evaluate whether the increased number of lung cancer patients within CDKN2A mutant 

families could be associated with differences related to smoke exposure, we analyzed the 

smoking habits in 172 individuals from 75 melanoma-prone families. Overall, we did not 

observe differences in smoking habits, number of cigarettes, age of daily smoking or the 

number of cigarettes/day between CDKN2A mutation carriers vs non CDKN2A mutation 

carriers or between melanoma patients and non affected individuals. Furthermore, no 

differences were observed in the smoking habits between the individuals included in our 

database compared to those observed in general population.

DISCUSSION

In this study we have explored the effect of germline mutations in CDKN2A, which is the 

major high-risk melanoma susceptibility gene, in the largest Spanish cohort of high-risk 

patients (SMP and familial melanoma cases). Overall, we found a slightly increased 
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prevalence of CDKN2A mutations in melanoma-prone families than in SMP, consistent with 

that reported in similar studies from other Mediterranean areas.34, 3536

Previous studies have found an association between the presence of CDKN2A mutations 

within a family and clinical features of the family such as an increased number of cases, or 

in melanoma patients, such as an increased number of tumors or a decreased age of 

onset.5, 37 We also observed an increased number of melanoma cases or number of FMP in 

Spanish CDKN2A mutated families, an increased number of tumors and a younger age of 

onset in patients carrying CDKN2A mutations.

The presence of other types of cancer in melanoma-prone families was evaluated regarding 

the germline status of CDKN2A. Overall, the families in which the melanoma cases carried 

CDKN2A mutations, showed an increased presence of individuals with other types of 

cancer. Analyses focused on specific cancer types revealed an association between the 

presence of germline mutations and cases of pancreatic, lung and breast cancer. An 

increased risk of pancreatic cancer was observed in CDKN2A mutations families of 

Caucasian origin.5, 8, 10–12, 28, 34 A multicentre study conducted in a large set of families 

with three or more melanoma cases found a highly increased risk of pancreatic cancer in 

European families (Odds Ratio=8.21, 95%CI 2.39 to 28.24).5 We detected an increased risk 

for pancreatic cancer in Spanish melanoma families, even including families with two 

melanoma cases as also reported in French families.34 Although previous data suggest that 

germline CDKN2A mutations may result in an increased risk of developing other types of 

cancer,13 the role of CDKN2A in the risk for other cancer types has been less explored. Our 

study is the largest single center dataset in which the prevalence of other cancers beyond 

melanoma in CDKN2A mutant families was evaluated. We observed a strong association 

between the presence of CDKN2A mutations and cases of lung cancer within the family. 

There is a previous study suggesting the association between respiratory cancer and p16-

Leiden CDKN2A mutation38 and our group reported a melanoma-prone family in which 

CDKN2A mutations were also present in lung cancer affected individuals.13

In contrast to the association observed with pancreatic or lung cancer, the statistically 

significant association with breast cancer was restricted to the analyses combining the 

information from melanoma-prone families and from those families with SMP. The risk of 

breast cancer in melanoma-prone families carrying CDKN2A mutations has been reported 

previously in North-European populations.12

Genetic counseling is increasingly being offered to cancer patients and/or to their healthy 

relatives. The genetic testing offered to patients at high risk to develop melanoma, may 

allow us to detect CDKN2A mutation carriers who would then be encouraged to practice 

strategies for melanoma prevention, such as UV protection, and also strategies for early 

detection. In this study we have found that CDKN2A mutated melanoma families have an 

increased prevalence of pancreatic, lung and breast cancer. The effects of cigarette smoking 

on lung cancer risk is well documented, but also pancreatic cancer39 and breast cancer40 

have been associated with this risk factor. Furthermore, it has been reported that pancreatic 

cancer penetrance is higher in smoking CDKN2A mutation carriers than in non-smoker 

carriers41 Our results indicated that the increased prevalence of these cancers observed in 
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CDKN2A mutated families could be explained by genetic factors, when they are exposed to 

the same environmental factors as the general population.

In conclusion, we have evaluated clinical and family history features related to the presence 

of germline CDKN2A mutations in high-risk melanoma patients and we have observed an 

increased prevalence of lung, pancreatic and breast cancer in families carrying CDKN2A 

germline mutations. The data reported in this study may be useful to refine genetic 

counseling in melanoma and encourage improving cancer prevention programs for CDKN2A 

mutation carriers by adding the recommendation of avoiding smoking in the programs, 

which already include sun-exposure protection advice and routine total body examination 

for melanoma early detection. Further studies are needed to identify the best early detection 

strategies for other cancers in CDKN2A mutant families.

Acknowledgments

The research at the Melanoma Unit in Barcelona is partially funded by Spanish Fondo de Investigaciones Sanitarias 
grants 09/01393 and 12/00840; CIBER de Enfermedades Raras of the Instituto de Salud Carlos III, Spain; AGAUR 
2009 SGR 1337 of the Catalan Government, Spain; European Commission under the 6th Framework Programme, 
Contract No. LSHC-CT-2006-018702 (GenoMEL), and National Cancer Institute (NCI) of the US National 
Institutes of Health (NIH) (CA83115). Miriam Potrony had a personal grant from the CIBER de Enfermedades 
Raras of the Instituto de Salud Carlos III, Spain. The work was carried out at the Esther Koplowitz Centre, 
Barcelona, Spain.

REFERENCES

1. Whiteman DC, Green AC. Melanoma and sun exposure: where are we now? Int J Dermatol. 1999; 
38:481–489. [PubMed: 10440276] 

2. Gandini S, Sera F, Cattaruzza MS, Pasquini P, Abeni D, Boyle P, et al. Meta-analysis of risk factors 
for cutaneous melanoma: I. Common and atypical naevi. Eur J Cancer. 2005; 41:28–44. [PubMed: 
15617989] 

3. Gandini S, Sera F, Cattaruzza MS, Pasquini P, Zanetti R, Masini C, et al. Meta-analysis of risk 
factors for cutaneous melanoma: III. Family history, actinic damage and phenotypic factors. Eur J 
Cancer. 2005; 41:2040–2059. [PubMed: 16125929] 

4. Florell SR, Boucher KM, Garibotti G, Astle J, Kerber R, Mineau G, et al. Population-based analysis 
of prognostic factors and survival in familial melanoma. J Clin Oncol. 2005; 23:7168–7177. 
[PubMed: 16192601] 

5. 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. [PubMed: 16905682] 

6. Nelson AA, Tsao H. Melanoma and genetics. Clin Dermatol. 2009; 27:46–52. [PubMed: 19095153] 

7. Puntervoll HE, Yang XR, Vetti HH, Bachmann IM, Avril MF, Benfodda M, et al. Melanoma prone 
families with CDK4 germline mutation: phenotypic profile and associations with MC1R variants. J 
Med Genet. 2013; 50:264–270. [PubMed: 23384855] 

8. Goldstein AM, Chan M, Harland M, Gillanders EM, Hayward NK, Avril MF, et al. High-risk 
melanoma susceptibility genes and pancreatic cancer, neural system tumors, and uveal melanoma 
across GenoMEL. Cancer Res. 2006; 66:9818–9828. [PubMed: 17047042] 

9. Vasen HF, Gruis NA, Frants RR, van Der Velden PA, Hille ET, Bergman W. Risk of developing 
pancreatic cancer in families with familial atypical multiple mole melanoma associated with a 
specific 19 deletion of p16 (p16-Leiden). Int J Cancer. 2000; 87:809–811. [PubMed: 10956390] 

10. Mukherjee B, Delancey JO, Raskin L, Everett J, Jeter J, Begg CB, et al. Risk of non-melanoma 
cancers in first-degree relatives of CDKN2A mutation carriers. J Natl Cancer Inst. 2012; 104:953–
956. [PubMed: 22534780] 

Potrony et al. Page 7

J Am Acad Dermatol. Author manuscript; available in PMC 2015 November 01.

N
IH

-P
A

 A
uthor M

anuscript
N

IH
-P

A
 A

uthor M
anuscript

N
IH

-P
A

 A
uthor M

anuscript



11. Ghiorzo P, Ciotti P, Mantelli M, Heouaine A, Queirolo P, Rainero ML, et al. Characterization of 
ligurian melanoma families and risk of occurrence of other neoplasia. Int J Cancer. 1999; 83:441–
448. [PubMed: 10508477] 

12. Borg A, Sandberg T, Nilsson K, Johannsson O, Klinker M, Masback A, et al. High frequency of 
multiple melanomas and breast and pancreas carcinomas in CDKN2A mutation-positive 
melanoma families. J Natl Cancer Inst. 2000; 92:1260–1266. [PubMed: 10922411] 

13. Puig S, Ruiz A, Castel T, Volpini V, Malvehy J, Cardellach F, et al. Inherited susceptibility to 
several cancers but absence of linkage between dysplastic nevus syndrome and CDKN2A in a 
melanoma family with a mutation in the CDKN2A (P16INK4A) gene. Hum Genet. 1997; 
101:359–364. [PubMed: 9439668] 

14. Badenas C, Aguilera P, Puig-Butille JA, Carrera C, Malvehy J, Puig S. Genetic counseling in 
melanoma. Dermatol Ther. 2012; 25:397–402. [PubMed: 23046018] 

15. Leachman SA, Carucci J, Kohlmann W, Banks KC, Asgari MM, Bergman W, et al. Selection 
criteria for genetic assessment of patients with familial melanoma. J Am Acad Dermatol. 2009; 
61:677 e1–677 e14. [PubMed: 19751883] 

16. Ribes J, Esteban L, Cleries R, Galceran J, Marcos-Gragera R, Gispert R, et al. Cancer incidence 
and mortality projections up to 2020 in Catalonia by means of Bayesian models. Clin Transl 
Oncol. 2013

17. Miller SA, Dykes DD, Polesky HF. A simple salting out procedure for extracting DNA from 
human nucleated cells. Nucleic Acids Res. 1988; 16:1215. [PubMed: 3344216] 

18. Mao L, Merlo A, Bedi G, Shapiro GI, Edwards CD, Rollins BJ, et al. A novel p16INK4A 
transcript. Cancer Res. 1995; 55:2995–2997. [PubMed: 7541708] 

19. Soufir N, Avril MF, Chompret A, Demenais F, Bombled J, Spatz A, et al. Prevalence of p16 and 
CDK4 germline mutations in 48 melanoma-prone families in France. The French Familial 
Melanoma Study Group. Hum Mol Genet. 1998; 7:209–216. [PubMed: 9425228] 

20. Adzhubei I, Jordan DM, Sunyaev SR. Predicting functional effect of human missense mutations 
using PolyPhen-2. Curr Protoc Hum Genet. 2013:20. Chapter 7:Unit7. [PubMed: 23315928] 

21. Rizos H, Puig S, Badenas C, Malvehy J, Darmanian AP, Jimenez L, et al. A melanoma-associated 
germline mutation in exon 1beta inactivates p14ARF. Oncogene. 2001; 20:5543–5547. [PubMed: 
11571653] 

22. Eliason MJ, Larson AA, Florell SR, Zone JJ, Cannon-Albright LA, Samlowski WE, et al. 
Population-based prevalence of CDKN2A mutations in Utah melanoma families. J Invest 
Dermatol. 2006; 126:660–666. [PubMed: 16397522] 

23. Ruiz A, Puig S, Malvehy J, Lazaro C, Lynch M, Gimenez-Arnau AM, et al. CDKN2A mutations 
in Spanish cutaneous malignant melanoma families and patients with multiple melanomas and 
other neoplasia. J Med Genet. 1999; 36:490–493. [PubMed: 10874641] 

24. Walker GJ, Hussussian CJ, Flores JF, Glendening JM, Haluska FG, Dracopoli NC, et al. Mutations 
of the CDKN2/p16INK4 gene in Australian melanoma kindreds. Hum Mol Genet. 1995; 4:1845–
1852. [PubMed: 8595405] 

25. Cabanillas R, Astudillo A, Valle M, de la Rosa J, Alvarez R, Duran NS, et al. Novel germline 
CDKN2A mutation associated with head and neck squamous cell carcinomas and melanomas. 
Head Neck. 2013; 35:E80–E84. [PubMed: 22083977] 

26. Della Torre G, Pasini B, Frigerio S, Donghi R, Rovini D, Delia D, et al. CDKN2A and CDK4 
mutation analysis in Italian melanoma-prone families: functional characterization of a novel 
CDKN2A germ line mutation. Br J Cancer. 2001; 85:836–844. [PubMed: 11556834] 

27. Hussussian CJ, Struewing JP, Goldstein AM, Higgins PA, Ally DS, Sheahan MD, et al. Germline 
p16 mutations in familial melanoma. Nat Genet. 1994; 8:15–21. [PubMed: 7987387] 

28. Ghiorzo P, Fornarini G, Sciallero S, Battistuzzi L, Belli F, Bernard L, et al. CDKN2A is the main 
susceptibility gene in Italian pancreatic cancer families. J Med Genet. 2012; 49:164–170. 
[PubMed: 22368299] 

29. Larre Borges A, Cuellar F, Puig-Butille JA, Scarone M, Delgado L, Badenas C, et al. CDKN2A 
mutations in melanoma families from Uruguay. Br J Dermatol. 2009; 161:536–541. [PubMed: 
19523171] 

Potrony et al. Page 8

J Am Acad Dermatol. Author manuscript; available in PMC 2015 November 01.

N
IH

-P
A

 A
uthor M

anuscript
N

IH
-P

A
 A

uthor M
anuscript

N
IH

-P
A

 A
uthor M

anuscript



30. Nikolaou V, Kang X, Stratigos A, Gogas H, Latorre MC, Gabree M, et al. Comprehensive 
mutational analysis of CDKN2A and CDK4 in Greek patients with cutaneous melanoma. Br J 
Dermatol. 2011; 165:1219–1222. [PubMed: 21801156] 

31. Puig S, Malvehy J, Badenas C, Ruiz A, Jimenez D, Cuellar F, et al. Role of the CDKN2A locus in 
patients with multiple primary melanomas. J Clin Oncol. 2005; 23:3043–3051. [PubMed: 
15860862] 

32. Yang G, Rajadurai A, Tsao H. Recurrent patterns of dual RB and p53 pathway inactivation in 
melanoma. J Invest Dermatol. 2005; 125:1242–1251. [PubMed: 16354195] 

33. Daniotti M, Oggionni M, Ranzani T, Vallacchi V, Campi V, Di Stasi D, et al. BRAF alterations are 
associated with complex mutational profiles in malignant melanoma. Oncogene. 2004; 23:5968–
5977. [PubMed: 15195137] 

34. Maubec E, Chaudru V, Mohamdi H, Blondel C, Margaritte-Jeannin P, Forget S, et al. Familial 
melanoma: clinical factors associated with germline CDKN2A mutations according to the number 
of patients affected by melanoma in a family. J Am Acad Dermatol. 2012; 67:1257–1264. 
[PubMed: 22841127] 

35. Auroy S, Avril MF, Chompret A, Pham D, Goldstein AM, Bianchi-Scarra G, et al. Sporadic 
multiple primary melanoma cases: CDKN2A germline mutations with a founder effect. Genes 
Chromosomes Cancer. 2001; 32:195–202. [PubMed: 11579459] 

36. Pastorino L, Bonelli L, Ghiorzo P, Queirolo P, Battistuzzi L, Balleari E, et al. CDKN2A mutations 
and MC1R variants in Italian patients with single or multiple primary melanoma. Pigment Cell 
Melanoma Res. 2008; 21:700–709. [PubMed: 18983535] 

37. Pedace L, De Simone P, Castori M, Sperduti I, Silipo V, Eibenschutz L, et al. Clinical features 
predicting identification of CDKN2A mutations in Italian patients with familial cutaneous 
melanoma. Cancer Epidemiol. 2011; 35:e116–e120. [PubMed: 21893440] 

38. de Snoo FA, Bishop DT, Bergman W, van Leeuwen I, van der Drift C, 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; 14:7151–7157. [PubMed: 18981015] 

39. Siemiatycki J, Krewski D, Franco E, Kaiserman M. Associations between cigarette smoking and 
each of 21 types of cancer: a multi-site case-control study. Int J Epidemiol. 1995; 24:504–514. 
[PubMed: 7672889] 

40. Gaudet MM, Gapstur SM, Sun J, Diver WR, Hannan LM, Thun MJ. Active smoking and breast 
cancer risk: original cohort data and meta-analysis. J Natl Cancer Inst. 2013; 105:515–525. 
[PubMed: 23449445] 

41. McWilliams RR, Wieben ED, Rabe KG, Pedersen KS, Wu Y, Sicotte H, et al. Prevalence of 
CDKN2A mutations in pancreatic cancer patients: implications for genetic counseling. Eur J Hum 
Genet. 2011; 19:472–478. [PubMed: 21150883] 

Potrony et al. Page 9

J Am Acad Dermatol. Author manuscript; available in PMC 2015 November 01.

N
IH

-P
A

 A
uthor M

anuscript
N

IH
-P

A
 A

uthor M
anuscript

N
IH

-P
A

 A
uthor M

anuscript



• In addition to melanoma, other cancers have been observed in CDKN2A mutated 

melanoma-prone families.

• The study has identified an increased prevalence of pancreatic, breast and lung 

cancer in melanoma-prone families carrying CDKN2A mutations.

• These findings may improve the prevention strategies indicated for CDKN2A 

mutation carriers.
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Table II

Age at diagnosis of first melanoma according to CDKN2A status

Analysis Group No. Mean age at
diagnosis

Standard
deviation

Adjusted
p-value

All melanoma patients

  CDKN2A+ 90 39.4 12.8
<0.001

  CDKN2A WT 546 47.2 16.5

  TOTAL 636 46.1 16.3

  Missing data 58

Familial melanoma patients

  CDKN2A+ 72 40.1 13.6
0.040

  CDKN2A WT 350 45.3 15.9

  TOTAL 422 44.4 15.6

  Missing data 38

All MPM patients

  CDKN2A+ 53 38.1 11.9
<0.001

  CDKN2A WT 266 50.0 17.1

  TOTAL 319 48.0 16.9

  Missing data 28

SMP

  CDKN2A+ 18 35.8 8.5
<0.001

  CDKN2A WT 196 50.6 17.2

  TOTAL 214 49.4 17.1

  Missing data 20

CDKN2A +: families with mutation; WT: wild-type; MPM: Multiple Primary Melanoma. SMP: Sporadic multiple primary melanoma patient. 
Bonferroni correction was used.
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