Supplementary Table 1. Anatomic distribution and adjusted odds ratios (ORs) for tumor development at specific anatomic

site compared to trunk for men and women

CDKN2A CDK4 cgrDr:i;s
Non- CDKN2A CDK4 CDKN2A carriersvs. CDKA4 carriersvs. CDKA4 carriersvs. carriersvs. carriers Vs
carriers carriers carriers Non-carriers Non-carriers CDKN2A carriers Non- vs. Non- CDKNZA
carriers carriers carriers
Female | N| % | N | % |N| % OR'! | 95% ClI OR'! | 95% ClI OR! | 9506 ¢y | GlobalP- | Global - Global P-
value value value
. dg?]tgr'nas 73 | 100% | 186 | 100% | 34 | 100%
A”g.ttoem'c 0.142 0.0042 0.001°
Trunk 39 | 53% 56 30% | 3 9% Reference | Reference | Reference | Reference | Reference | Reference
Non-Truncal | 34 | 47% | 130 | 70% | 31| 91% | 354** | 1.80-6.94 | 13.6** | 3.62-50.9 3.84* 1.10-13.4 0.04° 0.0002° | 0.0001°
extrel;noi\?i,i 14 | 19% | 56 | 30% | 17 | 50% 3.94* 1.68-9.21 18.4** 4.34-78.1 4.68* 1.26-17.4
extreLr:1Fi)tFi) Z_, 12 16% 52 28% | 12 | 35% 3.06* 1.31-7.15 11.1* 2.48-49.9 3.63 0.90-14.7
Headnz;rgc: 8 11% | 22 | 12% | 2 6% 4.01 0.96-16.8 9.73 0.74-128 2.43 0.22-26.3
Male N | % N | % | N[ % OR! 95% ClI OR! 95% ClI OR! 95% ClI Global Global Global
P-value P-value P-value
. elg‘:f;'nas 84 | 100% | 162 | 100% | 20 | 100%
A”g.ttoem'c 0.14° 0.046° 0.0062
Trunk 48 | 57% 77 48% | 4 20% | Reference | Reference | Reference | Reference | Reference | Reference
Non-Truncd 36 | 43% 85 53% | 16 | 80% 2.02 0.87-4.69 8.62* 1.80-41.2 4.27* 1.03-17.7 0.046° 0.10° 0.007°
extrel;noi\?i,g 8 10% 21 13% 5 25% 1.95 0.66-5.81 9.38* 1.78-49.4 4.80* 1.17-19.8
extreLr;?triJ Z_, 16 19% 27 17% 5 25% 0.96 0.39-2.35 2.90 0.59-14.3 3.03 0.70-13.1
Head and 0 o o " "
neck 12 | 14% | 37 | 23% | 6 | 30% 5.96 1.56-22.7 25.6 3.26-202 4.30 0.83-22.5




* P<.05

** P<,001

! Multinomial random effects model adjusting for within individual and within family correlations, age at diagnosis, and superficia spreading melanoma subtype
2Global p-value comparing differences in melanoma distribution (trunk, lower extremities, upper extremities, or head and neck) between groups with
adjustments for within individual and within family correlations, age at diagnosis, and superficia spreading melanoma subtype

3 Global p-value comparing differencesin melanoma distribution (trunk or non-truncal) between groups with adjustments for within individual and within family

correlations, age at diagnosis, and superficia spreading melanoma subtype



Supplementary Table 2: Anatomic distribution and adjusted odds ratios (ORs) for tumor development at specific anatomic

site compar ed to trunk accor ding to median age of diagnosis

CDKN2A CDK4 Cgr[:ﬁs
Non- CDKN2A CDK4 CDKNZ2A carriersvs. CDK4 carriersvs. CDK4 carriersvs. carriersvs. carriers Vs
carriers carriers carriers Non-carriers Non-carriers CDKN2A carriers Non- vs. Non- CDKNZA
carriers carriers carriers
< - - _
sdyears | vl | N| % | N| % OR" 95% Cl OR' | 95% clI OR! 9506 ¢ | Clobal P- | Global P- | Global P
old value value value
. el;?]t:%as 48 | 100% | 203 | 100% | 30 | 100%
A”Z.ttoem'c 0.0462 0.062 0.0032
Trunk 30 63% 87 43% 6 20% | Reference | Reference | Reference | Reference | Reference | Reference
Non-Truncal | 18 | 38% | 116 | 57% | 24 | 80% 2.77* 1.32-585 | 8.11** 2.60-25.3 2.92 1.10-7.77 0.03° 0.007° 0.0003°
extreﬁ‘;‘i’i 6 | 13% | 35 | 17% | 10 | 33% 2.18 0.78-6.11 | 11.9** 2.84-50.2 5.49* 1.68-18.0
extre‘é}?tﬁ’i 8 | 17% | 52 | 26% | 10| 33% | 3.05* 116801 | 6.95* 1.77-27.4 2.28 0.74-7.05
Headnzzg 4 8% | 29 | 14% | 4 | 13% 3.47 0.83-14.6 6.41 0.89-46.2 1.85 0.39-8.76
>39 years 0 0 0 1 0 1 o 1 . Global Global Global
oig® N % N % N % OR 95% ClI OR 95% ClI OR 95% ClI Povalue pvalue | Povalue
. dg?]t:r'nas 109 | 100% | 145 | 100% | 24 | 100%
A”g.ttoén'c 0.152 0.012 0.006
Trunk 57 52% 46 32% 1 4% Reference | Reference | Reference | Reference | Reference | Reference
Non-Truncal | 52 | 48% | 99 | 68% | 23| 96% 3.45* 1.01-11.8 58.0% 2.99-999 16.8* 1.08-263 0.04° 0.048° 0.007°
extre';r‘]’i‘;‘i’g 16 | 15% | 42 | 29% | 12 | 50% 3.18* 1.21-8.36 43.8* 4.16-460 13.6* 1.41-133
extre‘é}?tﬁ’i 20 | 18% | 27 | 19% | 7 | 29% 1.19 0.53-2.69 .61 1.00-92.7 8.01 0.85-75.2
Headn"i‘ezg 16 | 15% | 30 | 21% | 4 | 17% 8.19* 1.67-40.2 97.5* 4.08-999 12.0 0.78-185




* P<.05

** P<,001

! Multinomial random effects model adjusting for within individual and within family correlations, gender, and superficial spreading melanoma subtype

2 Global p-value comparing differencesin melanoma distribution (trunk, lower extremities, upper extremities, or head and neck) between groups with
adjustments for within individual and within family correlations, gender, and superficia spreading melanoma subtype

3 Global p-value comparing differencesin melanoma distribution (trunk or non-truncal) between groups with adjustments for within individual and within family
correlations, gender, and superficia spreading melanoma subtype

* Median age of diagnosis for all tumors (first and subsequent melanomas diagnosed) in the three groups (Non-carriers, CDKN2A carriers, CDK4 carriers)



Supplementary Table 3: Anatomic distribution and adjusted odds ratios (ORs) for tumor development at specific anatomic

site compared to trunk for first and subsequent melanomas

CDKN2A CDK4 cgrDrgs
Non- CDKN2A CDK4 CDKN2A carriersvs. CDK4 carriersvs. CDK4 carriersvs. carriersvs. carriers
. . . . ) ” VS.
carriers carriers carriers Non-carriers Non-carriers CDKN2A carriers Non- vs. Non- CDKN2A
carriers carriers carriers
First primary 0 o 0 1 0 1 o 1 0 Global P- | Global P- | Global P-
melanoma N % N ) N % OR 95% CI OR 95% ClI OR 95% ClI value value value
Total 117 | 100% | 161 | 100% | 24 | 100%
melanomas
Anatomic site <.0001° 0.30° 0.01°
Trunk 65 | 56% | 70 4% | 5 | 21% | Reference | Reference | Reference | Reference | Reference | Reference
Non-Truncal 52 | 44% | 91 | 57% | 19 | 79% 1.98* 1.07-3.67 6.17* 1.97-19.3 3.12* 1.07-9.11 0.04° 0.03° 0.002°
Lo_vx_/er 16 | 14% | 31 19% | 6 | 25% 2.21 0.95-5.14 7.81* 1.79-34.0 2.99 0.81-11.1
extremities
upper | o5 | 19% | 33 | 21% | 9 | 38% 2.04 0.27-15.2 N.E. N.E. 4.44% 1.12-17.6
extremities
Headandneck | 14 | 12% | 27 17% | 4 | 17% N.E. N.E. N.E. N.E. 8.41 0.02-999
M elanomas
diagnosed after |\ 1 o0 | N | o | N | % OR'! | 95% Cl OR' | 95% ClI OR 95% Cl Global Global - | Global
first primary P-value P-value P-value
melanoma
Total 40 | 100% | 187 | 100% | 30 | 100%
melanomas
Anatomic site 0.07° 0.01° 0.0008°
Trunk 22 | 55% 63 34% 2 7% Reference | Reference | Reference | Reference | Reference | Reference
Non-Truncal 18 | 45% | 124 | 66% | 28 | 93% 7.12* 1.78-28.6 63.8** 5.68-717 8.97* 1.26-64.1 0.03° 0.006° 0.0008°
Lo_vx_/er 6 15% | 46 | 25% | 16 | 53% 5.95* 1.46-24.3 45.4** 6.06-340 7.61* 1.57-36.8
extremities
Upper 6 15% | 46 | 25% | 8 | 27% 3.80* 1.05-13.8 13.6* 1.81-102 3.58 0.66-19.3
extremities
Headandneck | 6 15% | 32 17% | 4 | 13% 20.9* 2.18-201 130* 5.89-999 6.19 0.69-55.8




* P<.05

** P<,001

N.E. (no estimate)

! Multinomial random effects model adjusting for within individua and within family correlations, age at diagnosis, gender, and superficia spreading melanoma
subtype

2 Global p-val ue comparing differencesin melanoma distribution (trunk, lower extremities, upper extremities, or head and neck) between groups with
adjustments for within individual and within family correlations, age at diagnosis, gender, and superficia spreading melanoma subtype

3 Global p-value comparing differencesin melanoma distribution (trunk or non-truncal) between groups with adjustments for within individual and within family

correlations, age at diagnosis, gender, and superficial spreading melanoma subtype



