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Abstract
Purpose Prior epidemiological studies evaluating the association between fish intake and melanoma risk have been few and 
inconsistent. Few studies distinguished different types of fish intake with risk of melanoma.
Methods We examined the associations between intake of total fish and specific types of fish and risk of melanoma among 
491,367 participants in the NIH-AARP Diet and Health Study. We used multivariable-adjusted Cox proportional hazards 
regression to estimate hazard ratios (HRs) and 95% confidence intervals (CIs).
Results During 6,611,941 person-years of follow-up with a median of 15.5 years, 5,034 cases of malignant melanoma and 
3,284 cases of melanoma in situ were identified. There was a positive association between higher total fish intake and risk 
of malignant melanoma (HR = 1.22, 95% CI = 1.11–1.34 for top vs. bottom quintiles, ptrend = 0.001) and melanoma in situ 
(HR = 1.28, CI = 1.13–1.44 for top vs. bottom quintiles, ptrend = 0.002). The positive associations were consistent across sev-
eral demographic and lifestyle factors. There were also positive associations between tuna intake and non-fried fish intake, 
and risk of malignant melanoma and melanoma in situ. However, fried fish intake was inversely associated with risk of 
malignant melanoma, but not melanoma in situ.
Conclusions We found that higher total fish intake, tuna intake, and non-fried fish intake were positively associated with 
risk of both malignant melanoma and melanoma in situ. Future studies are needed to investigate the potential biological 
mechanisms underlying these associations.
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Introduction

Melanoma is the fifth most common cancer among both men 
and women in the United States (US) [1]. It is estimated that 
106,110 new cases of melanoma and 7,180 deaths from the 

disease will occur in 2021 [1]. Women have higher  inci-
dence rates of melanoma than men before age 50, but rates 
in men are higher than those in women after age 50 [1]. 
The major risk factors for melanoma include family history 
[2], the presence of atypical and multiple nevi [3], pigmen-
tary traits [4], and ultraviolet radiation (UVR) exposure [5]. 
Epidemiological studies suggest that some dietary factors 
including coffee, citrus fruit, and alcohol may affect mela-
noma risk as well. [6–11].

Epidemiological studies evaluating the associations 
between fish intake and melanoma risk have been few and 
yielded inconsistent results. A few case–control studies 
found either inverse [13, 14] or no [15, 16] significant asso-
ciations between fish intake and melanoma risk. Few studies 
have distinguished different types of fish intake [14–16].

A prospective study based on the US National Institute 
of Health (NIH)-AARP Diet and Health Study, the largest 
prospective cohort with dietary data and cancer outcomes 
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in the US, evaluated fish intake and different types of cancer 
[12]. The study  found that melanoma was the only type of 
cancer which was associated with higher fish intake. In the 
current study, we examined the associations between total 
fish intake, as well as specific types of fish intake, and the 
risk of melanoma in the NIH-AARP Diet and Health Study 
with extended follow-up.

Materials and methods

Study population

The NIH-AARP Diet and Health Study, described previ-
ously [17], is a large prospective cohort study initiated in 
1995 and 1996. A baseline questionnaire was mailed to 3.5 
million AARP members aged 50–71 who resided in one of 
the six states (California, Florida, Louisiana, New Jersey, 
North Carolina, or Pennsylvania) or two metropolitan areas 
(Atlanta, GA or Detroit, MI) with existing population-based 
cancer registries. The study was approved by the Special 
Studies Institutional Review Board of the National Cancer 
Institute. Among 566,398 participants who completed the 
questionnaire and provided informed consent, we excluded 
individuals who reported a history of cancer (n = 50,591) 
prior to baseline; individuals who were proxy-respond-
ers (n = 14,487); individuals with extreme calorie intake 
(n = 3,671) at baseline, defined as more than three standard 
deviations beyond the mean intake on the log- transformed 
scale (i.e., calorie: < 426.6 kcal, or > 6,760.8 kcal); individu-
als who died, moved out of the study area, or were diagnosed 
with cancer by cancer registry data (not disclosed in self-
reported cancer history) before study entry (n = 2,082); and 
individuals who were identified as having cancer through 
death reports (n = 4,200). The resulting analytic cohort con-
sisted of 491,367 participants (293,052 men and 198,315 
women).

Cohort follow‑up and case ascertainment

In the NIH-AARP study, vital status was obtained by link-
age to the National Death Index, and cancer diagnoses were 
updated via linkage to state cancer registries. Participants 
were followed from baseline until the date of their first mel-
anoma diagnosis, the date of death, the end of study (31 
December 2011), or the date the participants moved out of 
the registry area, whichever came first. Cutaneous melanoma 
was defined according to the International Classification of 
Disease for Oncology (ICD-O, 3rd edition) by anatomic 
site and histological code (C44.0–C44.9 with Histology 
8720–8780). This classification includes melanoma in situ 
and malignant melanoma.

Exposure and covariate assessment

Dietary intakes were assessed at baseline using a 124-item 
food-frequency questionnaire (FFQ) developed and vali-
dated by the National Cancer Institute [18]. Participants 
were asked to report their intakes of foods and beverages 
over the past year in both frequency of intake (10 cat-
egories) and portion size (3 categories). Line items were 
linked to the 1994–1996 US Department of Agriculture’s 
Continuing Survey of Food Intakes by Individuals to cal-
culate nutrient and energy intakes [19]. Line items for fish 
differentiated fried fish or fish sticks, non-fried fish or sea-
food (such as flounder, cod, shrimp, clams, crabs, lobster 
and others), and canned tuna [18]. Canned tuna included 
water-packed tuna and oil-packed tuna. Total fish intake 
is measured by the sum of fried fish intake, non-fried fish 
intake, and tuna intake.

UVR exposure was estimated by noon-time ground-
level erythemal dose measured in the month of July 
between 1978 and 2005, which links Total Ozone Map-
ping Spectrometer (TOMS) data (http:// toms. gsfc. nasa. 
gov) to the latitude and longitude of census tract of resi-
dence at baseline. The details of this method have been 
described previously [20]. Other covariates include age 
(continuous), sex (male, female), education (≤ 11 years, 
high school, some college, college and beyond), fam-
ily history of cancer (first-degree relative; yes, no), race 
(non-Hispanic White, non-Hispanic Black, Hispanic, oth-
ers), body mass index (BMI) (kg/m2, continuous), physi-
cal activities (defined as physical activities over the last 
12 months lasting 20 min or longer that caused increases 
in breathing or heart rate, or worked up a sweat; never/
rarely, 1–3 times per month, 1–2 times per week, 3–4 
times per week, ≥ 5 times per week), July erythemal UVR 
(≤ 180, > 180–188, > 188–236, and > 236 J/m2), alcohol 
intake (grams/day, defined as average daily alcohol intake 
over the last 12 months from drinks of alcohol includ-
ing beer, wine, and liquid; continuous), caffeinated coffee 
intake (grams/day, continuous), smoking history (never, 
former, or current smoker), and daily energy intake (kcal/
day, continuous).

Statistical analysis

We described exposures and covariables by levels of dif-
ferent quintiles of total fish intake. We used Cox propor-
tional hazards regression models with age as the under-
lying time metric to estimate hazard ratios (HRs) and 
two-sided 95% confidence intervals (CIs) for total fish 
intake and specific types of fish intake (including tuna 
intake, fried fish intake, and non-fried fish intake) with 

http://toms.gsfc.nasa.gov
http://toms.gsfc.nasa.gov
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malignant melanoma and melanoma in situ. We used the 
baseline cohort distribution to determine fish intake quin-
tiles (cut off: 20%, 40%, 60%, 80%) for HRs estimation. 
We tested the proportional hazards assumptions by graph-
ing the Kaplan Meier survival function of different groups 
of fish intake, respectively. Consistent with proportional 
hazards, the graph resulted in parallel lines. We used SAS 
software, version 9.4 (SAS institute, Cary, NC) to conduct 
our analysis. All statistical tests were 2-sided and consid-
ered statistically significant at p < 0.05.

In the base multivariable models, we adjusted for age and 
sex. In the full multivariable models, we further included 
BMI, smoking status, race, education status, physical activ-
ity, family history of cancer, July erythemal UVR, alco-
hol drinking, caffeinated coffee intake, and daily calorie 
intake into the models. We used quintile1 as the reference 
to estimate hazard ratios for different types of fish intake. 
To evaluate the linear trend, we assigned participants the 
median value of their intake quintiles and entered these 
values as a continuous term in the regression models. To 
test for effect modification by sex (males or females), age 
at baseline (> 60 or ≤ 60), smoking status (never or ever), 
duration of follow-up (> 10 years or ≤ 10 years), education 
status (college or non-college), BMI (≥ 25 or < 25 kg/m2), 
July erythemal UVR (> 188 J/m2 or ≤ 188 J/m2), history of 
non-melanoma skin cancer (yes or no), physical activity 
(< 1 time per week or ≥ 1 time per week), total vegetable 
intake (> 254 g/day or ≤ 254 g/day), and total fruit intake 
(> 293 g/day or ≤ 293 g/day) between the association of 
total fish intake and risk of malignant melanoma/melanoma 
in situ, we included a single cross-product term for each 
variable and total fish intake in separate models, and tested 
each cross-product term by likelihood ratio tests. We then 
ran the stratified analysis by the factors.

Results

During 6,611,941 person-years of follow-up, 5,034 cases 
of malignant melanoma (3,785 men and 1,249 women; 
4,949 non-Hispanic White, 13 non-Hispanic Black, 21 
Hispanic, 11 other race) and 3,284 cases of melanoma 
in situ (2,428 men and 856 women; 3,234 non-Hispanic 
White, 2 non-Hispanic Black, 15 Hispanic, and 3 other 
race) were identified. The median age at baseline was 
62.0, and the median follow-up time was 15.5 years (IQR: 
13.4–15.6 years). The median age of melanoma diagno-
sis was 70.8 during the follow-up period. At baseline, 
higher total fish intake was associated with higher BMI, 
younger age, male sex, higher education status, higher 
physical activity levels, higher alcoholic beverage intake, 
and higher total daily calorie intake (Table 1). Age, sex, 
smoking status, education status, physical activity, family 

history of cancer, alcoholic beverage intake, caffeinated 
coffee intake, and calorie intake were statistically signifi-
cantly associated with malignant melanoma risk in age and 
sex-adjusted models (Supplemental Table 1).

Results of the analyses of total fish intake in relation to 
malignant melanoma and melanoma in situ are displayed 
in Table 2. In the age- and sex-adjusted models there 
were significant positive associations between total fish 
intake and risk of malignant melanoma (comparing fifth 
vs. first quintile, HR = 1.23, CI = 1.12–1.35, ptrend < 0.001) 
and melanoma in  situ (HR = 1.29, CI = 1.15–1.44, 
ptrend = 0.001). After adjusting for other melanoma risk 
factors, we still observed a significant positive association 
between total fish intake with risk of malignant melanoma 
(HR = 1.22, CI = 1.11–1.34, ptrend = 0.001) and melanoma 
in situ (HR = 1.28, CI = 1.13–1.44, ptrend = 0.002). The 
associations were similar when we additionally adjusted 
for intakes of vegetables, fruits, and meats (data not 
shown).

Table 3 depicts the associations between the three types 
of fish intake (including tuna, fried fish, non-fried fish) and 
risk of malignant melanoma and melanoma in situ. Except 
for fried fish intake, the associations between the other 
types of fish intake and risk of melanoma were consist-
ent with those of total fish intake and risk of melanoma. 
Higher intakes of tuna (ptrend < 0.001) and non-fried fish 
(ptrend = 0.003) were associated with an increased malignant 
melanoma risk. Higher intakes of tuna (ptrend = 0.009) and 
non-fried fish (ptrend = 0.002) were associated with increased 
risk of melanoma in situ. Sensitivity analyses among non-
Hispanic Whites only for total fish and three specific types of 
fish intake and melanoma risk produced similar results (data 
not shown). Analyses excluding cancers that have occurred 
within the first 12  months of follow-up period yielded 
similar results (data not shown). Additional adjustment for 
self-reported non-melanoma skin cancer diagnosis did not 
change the results (data not shown).

We further stratified the associations between total fish 
intake and malignant melanoma/melanoma in situ by sex, 
cigarette smoking status, follow-up time, education, July 
erythemal UVR, BMI, age, history of non-melanoma skin 
cancer, and physical activity (Supplemental Tables 2 and 3). 
There was no evidence of interactions between each of the 
variables and total fish intake for malignant melanoma or 
melanoma in situ, which indicated that there was no differ-
ence in risk estimates between total fish intake and malig-
nant melanoma or melanoma in situ across strata of sex, 
cigarette smoking status, follow-up time, education, July 
erythemal UVR, BMI, age, history of non-melanoma skin 
cancer, physical activity, total vegetable intake, or total fruit 
intake. The results were similar when we used sex-specific 
cutoffs for quintiles of fish intake and melanoma risk by sex 
(data not shown).
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Table 1  Baseline characteristics by level of total fish intake in the NIH-AARP diet and health study (n = 491,367)

a Median (IQR) for continuous variables without normal distribution (total fish intake, tuna intake, fried fish intake, non-fried fish intake, alco-
holic beverages, and caffeinated coffee). Mean (SD) for continuous variables with normal distribution (BMI, calories). Count (percentage) for all 
the categorical variables. NIH National Institutes of Health; UVR ultraviolet radiation
b n does not bring to 491,367 because of missing data. Percentage of missing data (Smoking: 3.8%; Education: 2.9%; Physical activity: 1.1%; 
Family history of cancer: 5.2%)
c Total fish intake is the sum of total fish intake is the sum of non-fried fish intake, fried fish intake, and tuna intake

Characteristic Total fish intake

Quintile 1 Quintile 2 Quintile 3 Quintile 4 Quintile 5

Intake range (g/d)  < 5.6 5.6–< 10.0 10.0–< 17.1 17.1–< 28.3  ≥ 28.3
N (%) 98,147 (20.0) 98,383 (20.0) 97,558 (19.9) 98,695 (20.1) 98,584 (20.1)
Total fish intake, (g/d)c 3.2 (2.7) 8.0 (2.3) 12.9 (3.7) 22.4 (4.8) 42.8 (23.6)
Tuna intake, g/d 0.7 (2.0) 2.4 (4.2) 5.3 (3.4) 5.3 (10.1) 11.3 (10.3)
Fried fish, g/d 0.4 (1.0) 1.0 (2.4) 2.7 (6.2) 2.7 (7.3) 7.1 (18.6)
Non-fried fish, g/d 1.0 (2.4) 2.9 (2.5) 7.5 (4.8) 7.7 (13.6) 20.2 (40.3)
BMI, (kg/m2) 26.7 (5.1) 26.9 (5.0) 27.3 (5.0) 27.1 (5.0) 27.6 (5.2)
Age, (y) 61.8 (5.4) 61.6 (5.4) 61.5 (5.4) 61.5 (5.4) 61.2 (5.4)
Sex
 Male 50,517 (51.5) 53,358 (54.2) 60,935 (62.5) 61,320 (62.1) 66,922 (67.9)
 Female 47,630 (48.5) 45,025 (45.8) 36,623 (37.5) 37,375 (37.9) 31,662 (32.1)

Race and ethnicity
 Non-Hispanic white 88,609 (90.3) 90,320 (91.8) 89,766 (92.0) 90,721 (91.9) 88,667 (89.9)
 Non-Hispanic black 3453 (3.5) 3356 (3.4) 3615 (3.7) 3785 (3.8) 5019 (5.1)
 Hispanic 2539 (2.6) 1993 (2.0) 1648 (1.7) 1573 (1.6) 1689 (1.7)
 Asian 1381 (1.4) 1077 (1.1) 1036 (1.1) 1137 (1.2) 1512 (1.5)
 Pacific Islander 88 (0.1) 101 (0.1) 106 (0.1) 116 (0.1) 190 (0.2)
 American Indian/Alaska Native 331 (0.3) 283 (0.3) 278 (0.3) 248 (0.3) 265 (0.3)
 Unknown 1746 (1.8) 1253 (1.3) 1109 (1.1) 1115 (1.1) 1242 (1.3)

Smokingb

 Never smoker 37,010 (39.4) 35,083 (37.1) 33,103 (35.2) 34,166 (35.9) 33,529 (35.4)
 Former smoker 44,645 (47.5) 47,528 (50.2) 48,959 (52.0) 50,016 (52.6) 50,363 (53.1)
 Current smoker 12,408 (13.2) 12,082 (12.8) 12,029 (12.8) 10,908 (11.5) 10,905 (11.5)

Educationb

  ≤ 11 years 30,707 (32.5) 26,647 (27.9) 24,409 (25.7) 22,244 (23.1) 21,367 (22.3)
 High school 10,266 (10.9) 10,265 (10.7) 9912 (10.4) 9200 (9.6) 8756 (9.1)
 Some college 22,864 (24.2) 23,546 (24.6) 22,886 (24.1) 22,570 (23.5) 21,968 (22.9)
 College and beyond 30,694 (32.5) 35,109 (36.7) 37,756 (39.8) 42,119 (43.8) 43,758 (45.7)

Physical  activityb

 Never/rarely 21,985 (22.8) 18,811 (19.3) 16,817 (17.4) 15,476 (15.8) 15,034 (15.4)
 1–3/mo 13,818 (14.3) 14,402 (14.8) 13,977 (14.5) 12,520 (12.8) 11,747 (12.0)
 1–2/wk 19,425 (20.1) 21,323 (21.9) 21,946 (22.7) 21,625 (22.1) 21,268 (21.8)
 3–4/wk 23,500 (24.3) 25,367 (26.1) 26,464 (27.4) 28,045 (28.7) 28,072(28.8)
 5 + /wk 17,884 (18.5) 17,477 (18.0) 17,445 (18.1) 20,118 (20.6) 21,529 (22.1)

Family history of  cancerb

 No 45,657 (49.2) 45,239 (48.4) 45,020 (48.6) 45,470 (48.5) 45,707 (49.0)
 Yes 47,154 (50.8) 48,166 (51.6) 47,656 (51.4) 48,197 (51.5) 47,624 (51.0)

July erythemal UVR, (J/m2)a

  ≤ 180 43,589 (44.4) 42,252(43.0) 40,957 (42.0) 42,873 (43.4) 43,654 (44.3)
  > 180–188 18,514 (18.9) 19,672 (20.0) 20,642 (21.2) 21,670 (22.0) 21,417 (21.7)
  > 188–236 19,052 (19.4) 19,629 (20.0) 20,235 (20.7) 18,851 (19.1) 19,212(19.5)
  > 236 16,992 (17.3) 16,830 (17.1) 15,724(16.1) 15,301 (15.5) 14,301 (14.5)

Alcoholic beverages, g/d 7.6 (61.4) 18.0 (103.7) 28.8 (136.5) 34.2 (149.8) 40.1 (168.5)
Caffeinated coffee, g/d 300.9 (957.5) 373.9 (957.5) 373.9 (957.5) 373.9 (957.5) 373.9 (957.5)
Calories, kcal/d 1538.2 (743.4) 1632.3 (704.7) 1831.5 (752.1) 1934.4 (781.3) 2315.8 (953.5)
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Discussion

In this large prospective cohort study, we examined the asso-
ciations between fish intake and risk of incident melanoma 
(including malignant melanoma and melanoma in situ). We 
found that higher total fish intake was positively associated 
with risk of malignant melanoma and melanoma in situ. All 
of the intake categories were associated with statistically 
significant increased risks, with a linear dose–response rela-
tionship, for malignant melanoma and melanoma in situ. 
Similarly, higher tuna intake and non-fried fish intake were 
also associated with increased risk of malignant melanoma 
and melanoma in situ. The positive association between fish 
intake and risk of melanoma was consistent across several 
demographic and lifestyle factors. However, there was a 
negative association between fried fish intake and risk of 
malignant melanoma when comparing the fifth versus first 
quintile and the test for trend was marginally significant, 
suggesting the potential difference between intake of fried 
fish and other types of fish on the risk of melanoma.

Our findings on fish intake are consistent with results 
from the previous analysis of the cohort with 9 years of fol-
low-up and smaller number of melanoma cases (n = 2,960) 
[12], which focused on fish intake and all types of cancer 
and where melanoma was the only type of cancer that was 
positively associated with fish intake. Compared to this, our 
study further adjusted for risk factors relating to skin can-
cer, distinguished between different types of fish intake, and 
conducted stratified analyses with extended follow-up and 
additional melanoma cases as well as evaluation of mela-
noma in situ.

Our findings may be explained by contaminants in fish, 
such as polychlorinated biphenyls, dioxins, arsenic and mer-
cury [21–23]. Higher fish intake is associated with higher 
level of body burden of each of these contaminants [24–27], 
which are associated with higher risk of skin cancer [28–38]. 
Previous epidemiological studies suggested positive associa-
tions between plasma levels of polychlorinated biphenyls, 
dietary polychlorinated biphenyls, and their risk of mela-
noma [28, 29], between arsenic exposure and risk of skin 
cancer [30–33], and between mercury exposure and risk 
of melanoma [34]. A few studies in occupational settings 
reported a positive association between occupational mer-
cury exposure and risk of melanoma [35, 36]. One cross-sec-
tional study observed a positive association between blood 
mercury levels and risk of non-melanoma skin cancer among 
the general population in the US [37]. A prospective study 
found that increased toenail mercury concentrations were 
associated with increased risk of skin cancer, including non-
melanoma skin cancer and melanoma. [38].

However, our findings are not consistent with a few 
smaller-scale case–control studies, which indicated a pro-
tective role or no effect of fish intake on risk of melanoma 
[13–16]. The inconsistent results could be partly due to sam-
ple size, selection bias, recall bias, or confounder adjust-
ments. Compared with previous studies, our study adjusted 
for more variables in the multivariate analyses, including 
socio-demographic factors, family history of cancer, and 
UVR exposure [13–16]. The multivariable-adjusted mod-
els yielded similar effect sizes compared to the age and 
sex-adjusted models for each type of fish intake and risk of 
melanoma.

Table 2  Association of total fish intake with malignant melanoma and melanoma in situ in the NIH-AARP Diet and Health Study (n = 491,367)

CI confidence interval
a Adjusted for age (continuous), sex (male, female), education (≤ 11 years, high school, some college, college and beyond), family history of 
cancer (first-degree relative; yes, no), race (non-Hispanic white, non-Hispanic black, Hispanic, others), BMI (continuous), physical activities 
(defined as physical activities over the last 12 months lasting 20 min or longer that caused increases in breathing or heart rate, or worked up a 
sweat; never/rarely, 1–3 times per month, 1–2 times per week, 3–4 times per week, ≥ 5 times per week), July erythemal UVR (≤ 180, > 180–
188, > 188–236, and > 236 J/m2), alcohol intake (defined as average daily alcohol intake over the last 12 months from drinks of alcohol including 
beer, wine, and liquid; continuous), caffeinated coffee intake (continuous), smoking history (never, former, or current smoker), and daily energy 
intake (continuous)

Median (g/day) Malignant melanoma Melanoma in situ

Cases Age & sex-
adjusted HR 
(95% CI)

Multivariable HR (95% CI)b Cases Age & sex-
adjusted HR 
(95% CI)

Multivariable HR (95% CI)a

Total fish intake
Q1 3.23 802 1 (reference) 1 (reference) 510 1 (reference) 1 (reference)
Q2 7.96 973 1.18 (1.08–1.30) 1.15 (1.05–1.26) 632 1.21 (1.07–1.36) 1.18 (1.05–1.32)
Q3 12.93 1035 1.21 (1.10–1.32) 1.18 (1.07–1.29) 693 1.28 (1.14–1.43) 1.25 (1.11–1.40)
Q4 22.38 1122 1.29 (1.18–1.41) 1.24 (1.13–1.36) 720 1.30 (1.16–1.46) 1.25 (1.11–1.40)
Q5 42.79 1102 1.23 (1.12–1.35) 1.22 (1.11–1.34) 729 1.29 (1.15–1.44) 1.28 (1.13–1.44)
p-trend  < 0.001 0.001 0.001 0.002
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There were several major strengths of our study. First, 
the large sample size and relatively long follow-up period 
provided sufficient statistical power to detect an association 
between fish intake and melanoma [17]. Second, our study 
used a prospective study design, in which dietary assessment 
was measured prior to melanoma diagnoses, which reduced 
the possibility of recall bias and selection bias. In addition, 
the detailed information on dietary and nondietary factors 
contained in this dataset allowed us to adjust for an extensive 
number of potential confounders. Lastly, our study examined 
different types of fish intake, which allowed for a more com-
prehensive understanding of intake and preparation of fish 
and melanoma risk.

There were also several limitations in our study. First, 
the  associations we detected in our cohort study may not 
imply causality because this was not an intervention study. 
However, it would not be practical to conduct a clinical 

trial to evaluate adverse effect of fish intake. A prospective 
study design would be the best choice in this case, which 
we adopted. Also, the consistent and linear dose–response 
relationship between fish intake  and melanoma risk support 
a potential causal relationship between fish intake and mela-
noma risk. Second, our study used a FFQ, a self-reported 
measure of dietary intake, to measure fish intake in the past 
12 months before the beginning of follow-up. Despite the 
fact that the FFQ has been validated and used as a common 
tool to assess dietary intake, measurement error may have 
attenuated the findings [39, 40].

In addition, since dietary intake was measured at baseline 
only, we were not able to assess possible changes in diet over 
the follow-up period. We assumed that the baseline FFQ 
assessment did not change over time, reflected the cumu-
lative exposure, and was captured during the etiologically 
relevant window. However, misclassification of exposure, 

Table 3  Association of types of fish intake with malignant melanoma and melanoma in  situ in the NIH-AARP Diet and Health Study 
(n = 491,367)

CI confidence interval
a Adjusted for age (continuous), sex (male, female), education (≤ 11 years, high school, some college, college and beyond), family history of 
cancer (first-degree relative; yes, no), race (non-Hispanic white, non-Hispanic black, Hispanic, others), BMI (continuous), physical activities 
(defined as physical activities over the last 12 months lasting 20 min or longer that caused increases in breathing or heart rate, or worked up a 
sweat; never/rarely, 1–3 times per month, 1–2 times per week, 3–4 times per week, ≥ 5 times per week), July erythemal UVR (≤ 180, > 180–
188, > 188–236, and > 236 J/m2), alcohol intake (defined as average daily alcohol intake over the last 12 months from drinks of alcohol including 
beer, wine, and liquid; continuous), caffeinated coffee intake (continuous), smoking history (never, former, or current smoker), and daily energy 
intake (continuous)

Median (g/day) Malignant melanoma Melanoma in situ

Age & sex-adjusted 
HR (95% CI)

Multivariable HR (95% CI)b Age & sex-adjusted 
HR (95% CI)

Multivariable HR (95% CI)a

Tuna intake
Q1 0.29 1 (reference) 1 (reference) 1 (reference) 1 (reference)
Q2 1.59 1.04 (0.95–1.14) 1.01 (0.92–1.11) 1.04 (0.92–1.17) 1.01 (0.90–1.14)
Q3 2.45 1.07 (0.98–1.17) 1.02 (0.93–1.11) 1.17 (1.05–1.30) 1.11 (0.99–1.26)
Q4 5.29 1.19 (1.09–1.29) 1.11 (1.02–1.21) 1.23 (1.10–1.37) 1.14 (1.02–1.27)
Q5 14.2 1.26 (1.16–1.38) 1.20 (1.09–1.31) 1.25 (1.12–1.39) 1.17 (1.05–1.31)
p trend  < 0.001  < 0.001  < 0.001 0.005
Fried fish intake
Q1 0 1 (reference) 1 (reference) 1 (reference) 1 (reference)
Q2 0.94 0.91 (0.81–1.02) 0.92 (0.82–1.03) 0.93 (0.81–1.07) 0.95 (0.83–1.09)
Q3 0.96 0.90 (0.82–0.97) 0.92 (0.85–1.00) 0.96 (0.87–1.06) 1.01 (0.91–1.12)
Q4 3.31 0.92 (0.85–0.99) 0.98 (0.90–1.06) 0.93 (0.84–1.02) 1.02 (0.93–1.13)
Q5 9.48 0.80 (0.74–0.87) 0.90 (0.83–0.98) 0.80 (0.72–0.89) 0.96 (0.86–1.07)
p trend  < 0.001 0.06  < 0.001 0.36
Non-fried fish intake
Q1 0.31 1 (reference) 1 (reference) 1 (reference) 1 (reference)
Q2 2.82 1.11 (0.99–1.23) 1.07 (0.96–1.19) 1.05 (0.92–1.21) 1.01 (0.88–1.16)
Q3 3.5 1.17 (1.05–1.29) 1.10 (0.99–1.21) 1.23 (1.09–1.40) 1.15 (1.01–1.30)
Q4 7.67 1.33 (1.21–1.47) 1.21 (1.10–1.34) 1.37 (1.21–1.55) 1.22 (1.08–1.38)
Q5 17.76 1.31 (1.19–1.44) 1.18 (1.07–1.30) 1.43 (1.27–1.61) 1.25 (1.11–1.42)
p trend  < 0.001 0.003  < 0.001  < 0.001
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which was likely non-differential, could occur if partici-
pants changed their dietary intake during follow-up, and 
may further contribute to attenuating the associations we 
found. Thus, the true association between fish intake and 
skin cancer may even be stronger. Third, the UVR exposure 
was calculated for each participant based on their residence 
at baseline, instead of individual sun-related behaviors. 
Another potential limitation is the misclassification of cause 
of death in using the National Death Index to ascertain vital 
status. Finally, the cohort study lacked information on some 
risk factors of melanoma such as mole count, hair color, and 
history of severe sun burn.

Fish intake has been on the rise in the US and Europe 
in recent decades [41]. We observed positive associations 
between fish intake and malignant melanoma and melanoma 
in situ. The association was largely consistent by type of fish 
intake and by different population characteristics. Further 
studies are needed to replicate our findings and identify the 
components of fish which are responsible for the association 
and related biological mechanisms.

Supplementary Information The online version contains supplemen-
tary material available at https:// doi. org/ 10. 1007/ s10552- 022- 01588-5.

Acknowledgments This work was supported in part by the Intramu-
ral Research Program of the US National Institutes of Health (NIH), 
National Cancer Institute. Cancer incidence data from the Atlanta 
metropolitan area were collected by the Georgia Center for Cancer 
Statistics, Department of Epidemiology, Rollins School of Public 
Health, Emory University, Atlanta, Georgia. Cancer incidence data 
from California were collected by the California Cancer Registry, Cali-
fornia Department of Public Health’s Cancer Surveillance and Research 
Branch, Sacramento, California. Cancer incidence data from the Detroit 
metropolitan area were collected by the Michigan Cancer Surveillance 
Program, Community Health Administration, Lansing, Michigan. The 
Florida cancer incidence data used in this report were collected by the 
Florida Cancer Data System (FCDC; Miami, Florida) under contract 
with the Florida Department of Health (FDOH), Tallahassee, Florida. 
The views expressed herein are solely those of the authors and do not 
necessarily reflect those of the FCDC or FDOH. Cancer incidence data 
from Louisiana were collected by the Louisiana Tumor Registry, Loui-
siana State University Health Sciences Center School of Public Health, 
New Orleans, Louisiana. Cancer incidence data from New Jersey were 
collected by the New Jersey State Cancer Registry, Cancer Epidemiol-
ogy Services, New Jersey State Department of Health, Trenton, New 
Jersey. Cancer incidence data from North Carolina were collected by 
the North Carolina Central Cancer Registry, Raleigh, North Carolina. 
Cancer incidence data from Pennsylvania were supplied by the Division 
of Health Statistics and Research, Pennsylvania Department of Health, 
Harrisburg, Pennsylvania. The Pennsylvania Department of Health 
specifically disclaims responsibility for any analyses, interpretations, 
or conclusions. Cancer incidence data from Arizona were collected 
by the Arizona Cancer Registry, Division of Public Health Services, 
Arizona Department of Health Services, Phoenix, Arizona. Cancer 
incidence data from Texas were collected by the Texas Cancer Regis-
try, Cancer Epidemiology and Surveillance Branch, Texas Department 
of State Health Services, Austin, Texas. Cancer incidence data from 
Nevada were collected by the Nevada Central Cancer Registry, State 
Health Division, State of Nevada Department of Health and Human 
Services, Las Vegas, Nevada. We are indebted to the participants in 

the NIH-AARP Diet and Health Study for their outstanding coopera-
tion. We also thank Sigurd Hermansen and Kerry Grace Morrissey 
from Westat for study outcomes ascertainment and management and 
Leslie Carroll at Information Management Services for data support 
and analysis.

Funding The authors have not disclosed any funding.

Data availability The supporting data is available upon request.

Declarations 

Conflict of interest The authors have not disclosed any competing in-
terests.

References

 1. American Cancer Society (2020) Cancer facts & figures 2020. 
American Cancer Society, Atlanta, GA

 2. Begg CB, Hummer A, Mujumdar U, Armstrong BK, Kricker A, 
Marrett LD et al (2014) Familial aggregation of melanoma risks 
in a large population-based sample of melanoma cases. Cancer 
Causes Control 15:957–965

 3. Gordon R (2013) Skin cancer: an overview of epidemiology and 
risk factors. Semin Oncol Nurs 29:160–169

 4. Maden V, Leah JT, Szeimies RM (2010) Non-melanoma skin can-
cer. Lancet 375:673–685

 5. Whiteman DC, Stickley M, Watt P, Hughes MC, Davis MB, Green 
AC (2006) Anatomic site, sun exposure, and risk of cutaneous 
melanoma. J Clin Oncol 24:3172–3177

 6. Yang K, Fung TT, Nan H (2018) An epidemiological review of 
diet and cutaneous malignant melanoma. Cancer Epidemiol Bio-
mark Prev 27:1115–1122

 7. Loftfield E, Freedman ND, Graubard BI, Hollenbeck AR, Shebl 
FM, Mayne ST, Sinha R (2015) Coffee drinking and cutaneous 
melanoma risk in the NIH-AARP diet and health study. J Natl 
Cancer Inst. https:// doi. org/ 10. 1093/ jnci/ dju421

 8. Fortes C, Mastroeni S, Boffetta P, Antonelli G, Pilla MA, Botta 
G et al (2013) The protective effect of coffee consumption on 
cutaneous melanoma risk and the role of GSTM1 and GSTT1 
polymorphisms. Cancer Causes Control 24:1779–1787

 9. Wu S, Han J, Feskanich D, Cho E, Stampfer MJ, Willett WC 
et al (2015) Citrus consumption and risk of cutaneous malignant 
melanoma. J Clin Oncol 33:2500–2508

 10. Kubo JT, Henderson MT, Desai M, Wactawski-Wende J, Stefanick 
ML, Tang JY (2014) Alcohol consumption and risk of melanoma 
and non-melanoma skin cancer in the women’s health initiative. 
Cancer Causes Control 25:1–10

 11. Rivera A, Nan H, Li T, Qureshi A, Cho E (2016) Alcohol intake 
and risk of incident melanoma: a pooled analysis of three prospec-
tive studies in the United States. Cancer Epidemiol Biomark Prev 
25:1550–1558

 12. Daniel CR, Cross AJ, Graubard BI, Hollenbeck AR, Park Y, Sinha 
R (2011) Prospective investigation of poultry and fish intake in 
relation to cancer risk. Cancer Prev Res 4:1903–1911

 13. Fortes C, Mastroeni S, Melchi F, Pilla MA, Antonelli G, Cama-
ioni D, Alotto M, Pasquini P (2018) A protective effect of the 
mediterranean diet for cutaneous melanoma. Int J Epidemiol 
37:1018–1029

 14. Millen AE, Tucker MA, Hartge P, Halpern A, Elder DE, Guerry 
D, Holly EA, Sagebiel RW, Potischman N (2004) Diet and 

https://doi.org/10.1007/s10552-022-01588-5
https://doi.org/10.1093/jnci/dju421


928 Cancer Causes & Control (2022) 33:921–928

1 3

melanoma in a case-control study. Cancer Epidemiol Prev Bio-
mark 13:1042–1051

 15. Naldi L, Gallus S, Tavani A, Imberti GL, La Vecchia C (2004) 
Oncology study group of the italian group for epidemiologic 
research in dermatology (GISED. Risk of melanoma and vitamin 
A, coffee and alcohol: a case–control study from Italy. Eur J Can-
cer Prev 13:503–508

 16. Le Marchand L, Saltzman BS, Hankin JH, Wilkens LR, Franke 
AA, Morris SJ, Kolonel LN (2006) Sun exposure, diet, and mela-
noma in Hawaii Caucasians. Am J Epidemiol 164:232–245

 17. Schatzkin A, Subar AF, Thompson FE et al (2011) Design and 
serendipity in establishing a large cohort with wide dietary intake 
distributions: the national institutes of health-American associa-
tion of retired persons diet and health study. Am J Epidemiol 
154:1119–1125

 18. Thompson FE, Kipnis V, Midthune D, Freedman LS, Carroll RJ, 
Subar AF et al (2008) Performance of a food-frequency ques-
tionnaire in the US NIH- AARP (National institutes of health-
American association of retired persons) diet and health study. 
Public Health Nutr 11:183–195

 19. Subar AF, Midthune D, Kulldorff M, Brown CC, Thompson FE, 
Kipnis V, Schatzkin A (2000) Evaluation of alternative approaches 
to assign nutrient values to food groups in food frequency ques-
tionnaires. Am J Epidemiol 152:279–286

 20. Lin SW, Wheeler DC, Park Y, Cahoon EK, Hollenbeck AR, Freed-
man DM et al (2012) Prospective study of ultra- violet radiation 
exposure and risk of cancer in the United States. Int J Cancer 
131:1015–1023

 21. Groth IE (2010) Ranking the contributions of commercial fish 
and shellfish varieties to mercury exposure in the United States: 
implications for risk communication. Environ Res 110:226–236

 22. Mozaffarian D, Rimm EB (2006) Fish intake, contaminants, 
and human health: evaluating the risks and the benefits. JAMA 
296:1885–1899

 23. deCastro BR, Caldwell KL, Jones RL, Blount BC, Pan Y, Ward 
C et al (2014) Dietary sources of methylated arsenic species in 
urine of the United States population, NHANES 2003–2010. 
PLoS ONE 9:e108098

 24. Falk C, Hanrahan L, Anderson HA, Kanarek MS, Draheim L, 
Needham L et al (1999) Body burden levels of dioxin, furans, and 
PCBs among frequent consumers of Great Lakes sport fish. The 
Great Lakes Consort Environ Res 80:S19–S25

 25. Díez S, Montuori P, Pagano A, Sarnacchiaro P, Bayona JM, Tri-
assi M (2008) Hair mercury levels in an urban population from 
southern Italy: fish consumption as a determinant of exposure. 
Environ Int 34:162–167

 26. Halldorsson TI, Thorsdottir I, Meltzer HM, Nielsen F, Olsen SF 
(2008) Linking exposure to polychlorinated biphenyls with fatty 
fish consumption and reduced fetal growth among Danish preg-
nant women: a cause for concern? Am J Epidemiol 168:958–965

 27. Turyk M, Anderson HA, Hanrahan LP, Falk C, Steenport DN, 
Needham LL, Patterson DG et al (2006) Relationship of serum 
levels of individual PCB, dioxin, and furan congeners and DDE 
with Great Lakes sport-caught fish consumption. Environ Res 
100:173–183

 28. Gallagher RP, Macarthur AC, Lee TK, Weber JP, Leblanc A, 
Mark EJ et al (2011) Plasma levels of polychlorinated biphenyls 

and risk of cutaneous malignant melanoma: a preliminary study. 
Int J Cancer 128:1872–1880

 29. Donat-Vargas C, Berglund M, Glynn A, Wolk A, Åkesson A 
(2017) Dietary polychlorinated biphenyls, long-chain n-3 poly-
unsaturated fatty acids and incidence of malignant melanoma. Eur 
J Cancer 72:137–143

 30. Matthews NH, Fitch K, Li WQ, Morris JS, Christiani DC, Qureshi 
AA et al (2019) Exposure to trace elements and risk of skin can-
cer: a systematic review of epidemiologic studies. Cancer Epide-
miol Biomark Prev 28:3–21

 31. Schipani G, Del Duca E, Todaro G, Scali E, Dastoli S, Bennardo 
L et al (2020) Arsenic and chromium levels in hair correlate with 
actinic keratosis/non melanoma skin cancer: results of an obser-
vational controlled study. G Ital Dermatol Venereol. https:// doi. 
org/ 10. 23736/ S0392- 0488. 20. 06600-6

 32. Kim TH, Seo JW, Hong YS, Song KH (2017) Case-control study 
of chronic low-level exposure of inorganic arsenic species and 
non-melanoma skin cancer. J Dermatol 44:1374–1379

 33. Gonzalez H, Lema C, Kirken RA, Maldonado RA, Varela-Ram-
irez A, Aguilera RJ (2015) Arsenic-exposed keratinocytes exhibit 
differential microRNAs expression profile; potential implication 
of miR-21, miR-200a and miR-141 in melanoma pathway. Clin 
Cancer Drugs 2:138–147

 34. Magnani C, Coggon D, Osmond C, Acheson E (1987) Occupation 
and five cancers: a case-control study using death certificates. Br 
J Ind Med 44:769–776

 35. Boyd AS, Seger D, Vannucci S, Langley M, Abraham JL, King 
LE Jr (2000) Mercury exposure and cutaneous disease. J Am Acad 
Dermatol 43:81–90

 36. Pérez-Gómez B, Aragonés N, Gustavsson P, Plato N, López-
Abente G, Pollán M (2005) Cutaneous melanoma in Swedish 
women: occupational risks by anatomic site. Am J Ind Med 
48:270–281

 37. Rhee J, Vance TM, Lim R, Christiani DC, Qureshi AA, Cho E 
(2020) Association of blood mercury levels with nonmelanoma 
skin cancer in the U.S.A using national health and nutrition exam-
ination survey data (2003–2016). Br J Dermatol 183:480–487

 38. Matthews NH, Koh M, Li WQ, Li T, Willett WC, Stampfer MJ 
et al (2019) A prospective study of toenail trace element lev-
els and risk of skin cancer. Cancer Epidemiol Biomark Prev 
28:1534–1543

 39. Freedman LS, Carroll RJ, Wax Y (1991) Estimating the relation 
between dietary intake obtained from a food frequency question-
naire and true average intake. Am J Epidemiol 134:510–520

 40. Freudenheim JL, Marshall JR (1988) The problem of profound 
mismeasurement and the power of epidemiologic studies of diet 
and cancer. Nutr Cancer 11:243–250

 41. Shamshak GL, Anderson JL, Asche F, Garlock T, Love DC (2019) 
US seafood consumption. J World Aquac Soc 50:715–727

Publisher's Note Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

https://doi.org/10.23736/S0392-0488.20.06600-6
https://doi.org/10.23736/S0392-0488.20.06600-6

	Fish intake and risk of melanoma in the NIH-AARP diet and health study
	Abstract
	Purpose 
	Methods 
	Results 
	Conclusions 

	Introduction
	Materials and methods
	Study population
	Cohort follow-up and case ascertainment
	Exposure and covariate assessment
	Statistical analysis

	Results
	Discussion
	Acknowledgments 
	References




