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Abstract

Background

Alcohol is a known carcinogen, yet the evidence for an association with pancreatic
cancer risk is considered as limited or inconclusive by international expert panels.
We examined the association between alcohol intake and pancreatic cancer risk in a
large consortium of prospective studies.

Methods and findings

Population-based individual-level data was pooled from 30 cohorts across four
continents, including Asia, Australia, Europe, and North America. A total of 2,494,432
participants without cancer at baseline (62% women, 84% European ancestries, 70%
alcohol drinkers [alcohol intake > 0.1 g/day], 47% never smokers) were recruited
between 1980 and 2013 at the median age of 57 years and 10,067 incident pancre-
atic cancer cases were recorded. In age- and sex-stratified Cox proportional hazards
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models adjusted for smoking history, diabetes status, body mass index, height, edu-
cation, race and ethnicity, and physical activity, pancreatic cancer hazard ratios (HR)
and 95% confidence intervals (Cl) were estimated for categories of alcohol intake
and in continuous for a 10 g/day increase. Potential heterogeneity by sex, smoking
status, geographic regions, and type of alcoholic beverage was investigated. Alcohol

intake was positively associated with pancreatic cancer risk, with HR and

30-to-<60 g/da
HR 55 g16ay €Qual to 1.12 (95% CI [1.03,1.21]) and 1.32 (95% Cl [1.18,1.47]),greyspec-
tively, compared to intake of 0.1 to<5 g/day. A 10 g/day increment of alcohol intake
was associated with a 3% increased pancreatic cancer risk overall (HR: 1.03; 95% CI
[1.02,1.04]; p,.,.. < 0.001) and among never smokers (HR: 1.03; 95% CI [1.01,1.06];
P, = 0.006), with no evidence of heterogeneity by seX (0, . ogeney = 0-274) OF
smoking status (P, . ogenery = 0-624). Associations were consistent in Europe—Aus-
tralia (HR,; .., = 1.03, 95% CI [1.00,1.05]; p,,,,, = 0.042) and North America (HR
sy = 1.03,95% CI[1.02,1.05]; p,,,,, < 0.001), while no association was observed
in cohorts from Asia (Hng/day =1.00, 95% CI[0.96,1.03]; p.., . = 0.800; Photerogens-
w = 0.003). Positive associations with pancreatic cancer risk were found for alcohol
intake from beer (Hng,day =1.02, 95% CI [1.00,1.04]; p_,,.. = 0.015) and spirits/liquor
(HR 4 yeay = 1-04, 95% CI [1.03,1.06]; p,,,, < 0.001), but not wine (HR,, .. =1.00,
95% CI1[0.98,1.03]; p,,. = 0.827). The differential associations across geographic
regions and types of alcoholic beverages might reflect differences in drinking habits

109/

value

value

and deserve more investigations.

Conclusions

Findings from this large-scale pooled analysis support a modest positive association
between alcohol intake and pancreatic cancer risk, irrespective of sex and smoking
status. Associations were particularly evident for baseline alcohol intake of at least
15 g/day in women and 30 g/day in men.

Author summary

Why was this study done?

 Alcohol consumption is a known carcinogen, yet the evidence for its association
with the risk of pancreatic cancer was evaluated as inconclusive by international
experts’ panels

» Previous prospective investigations suggested a harmful role of alcohol in rela-
tion to pancreatic cancer development, particularly for alcohol intakes greater
than 30 g/day, corresponding to daily intake of about 2 standard drinks of either
beer, wine or liquors/spirits
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» The evaluation of the association among never smokers, women and alcohol
subtypes was limited by the size of previous studies

* In this work, we leveraged data from a large international consortium of prospec-
tive studies to comprehensively examine the association between alcohol intake
assessed at recruitment and pancreatic cancer risk

What did the researchers do and find?

¢ Individual-level data from 30 cohorts from four continents were pooled and
harmonized. About 2 million participants were included, and 10,067 developed
pancreatic cancer over a median follow-up time of 16 years

« Each 10 g/day increase in alcohol intake was associated with a 3% increase
in pancreatic cancer risk. In women, compared to weak intake (0.1-5 g/day),
alcohol intake of 15—-30 g/day was associated with a 12% increased risk, while
in men alcohol intake of 30—60 and more than 60 g/day were associated with a
15% and 36% increased risk, respectively

» Sensitivity analyses indicated absence of heterogeneity by sex and smoking
status, whereas evaluations by geographic region and alcohol subtypes showed
null associations among participants from Asian cohorts and for alcohol intake
from wine

What do these findings mean?

» These findings support a modest positive association of alcohol intake with
pancreatic cancer risk, irrespective of sex and smoking status. Associations were
apparent for alcohol intake of at least 15 g/day in women and 30 g/day in men

» This observational study examined alcohol intake evaluated at a single time
point during mid-to-late adulthood and included a limited number of Asian
cohorts. Further research is needed to evaluate the role of lifetime alcohol
consumption on pancreatic cancer risk as well as the impact of specific drinking
patterns, including binge drinking.

Introduction

Over the last decade pancreatic cancer has emerged as a major public health
concern. Although ranked as the 12th most common cancer, it is often diagnosed at
advanced stages and is highly fatal [1]. In 2022, pancreatic cancer accounted for 5%
of cancer-related deaths worldwide [1]. Its incidence and mortality rates were 4-5
times higher in Europe, North America, Australia/New Zealand and Eastern Asia than
in other regions, and no substantial improvement in survival has been observed in
recent years [1-3]. Due to population growth, ageing and changes in the prevalence
of potentially relevant lifestyle factors worldwide, the pancreatic cancer burden is
expected to continue to rise [4]. While several risk factors for pancreatic cancer have
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Brigham and Women’s Hospital and Harvard
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been identified, including tobacco smoking, excess body fatness, chronic pancreatitis
and diabetes mellitus [5,6], its aetiology remains poorly understood.

Although alcohol consumption was classified as a group 1-carcinogen by the Inter-
national Agency for Research on Cancer (IARC), the evidence for an association with
pancreatic cancer was judged to be sparse and inconsistent. Similarly, international
expert panels from the World Cancer Research Fund/American Institute for Cancer
Research considered the evidence of an association to be only suggestive [6,7].

As case—control studies are widely subject to recall bias [8—10], evaluation of the
evidence from individual studies using a prospective design was prioritized. A prior
evaluation of observational prospective data from 14 cohorts in the Pooling Project of
Prospective Studies of Diet and Cancer (DCPP), showed a positive association, with
an estimated 22% increased pancreatic cancer risk among participants with alcohol
intake of at least 30 g of ethanol per day (g/day) (equivalent to 2 United-States [US]
standard alcoholic drinks/day) as compared to non-drinkers [11]. However, since
alcohol is often used jointly with tobacco, it has been suggested that the association
could be confounded by smoking habits [7]. Large-scale American, European and
Japanese cohorts showed limited heterogeneity of the alcohol and pancreatic cancer
risk association by smoking status, while the relationships among never smokers
were inconsistent [11—15], likely due to the small number of pancreatic cancer cases.
In addition, previous findings showed inconsistent associations by type of alcoholic
beverages [9,11,12,14] and across geographic regions [10,16,17].

In this study, we extended the prior analyses in the DCPP [11] and examined the
association between alcohol consumption and pancreatic cancer risk in 30 pro-
spective cohort studies spanning four continents. Individual-level data were pooled
to evaluate the overall association, as well as by sex, smoking status, geographic
region, and alcohol intake from specific beverage types.

Materials and methods
Study sample

A total of 30 prospective studies were included from the Pooling Project on Alcohol
and Cancer (PPAC), an international consortium conducted within the DCPP (Table
1). The following inclusion criteria were pre-established by the DCPP to maximize the
quality and the comparability across studies [18]: (1) prospective design, (2) at least
one publication on diet and cancer, (3) long-term comprehensive dietary assessment
method sufficient to calculate intakes of most nutrients including total energy, and

(4) validation study of the dietary assessment method used in the study or a closely
related instrument. Additional inclusion criteria for this project were that (5) alcohol
intake in grams of ethanol per day was assessed, (6) that sex-specific sub-cohorts
had over 10% alcohol drinkers (alcohol intake > 0.1 g/day) at recruitment and (7) a
minimum of 50 incident pancreatic cancer cases were documented during follow-up.
Twenty-six cohorts were identified meeting the inclusion criteria and agreed to partic-
ipate in the project. As part of the PPAC, four additional cohort studies were included
that did not meet the inclusion criteria (2) to (4), but met the remaining inclusion
criteria [19-21].
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Study (NIH-AARP): NIH-AARP was supported
by the Intramural Research Program, Division
of Cancer Epidemiology and Genetics of the
US. 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, California
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 (Miami, Florida) under
contract with the Florida Department of Health,
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,
Louisiana 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, The Rutgers Cancer Institute

Ethic statement

Individual-level data from participating cohorts to the DCPP were centralized and
Details on harmonization are described in sections on exposure assessment, out-
come assessment, and statistical analysis. Institutional review board approvals

were received for each cohort, the consortium and participating cancer registries as
required board (Table B in S1 File), and participants provided formal written informed
consent before they completed questionnaires at baseline. Participants or the public
were not involved in the design and the conduct of this study.

Exposure assessment

The primary exposure of interest was self-reported alcohol intake in grams of ethanol
per day. Data on alcohol intake and the baseline risk factors have been harmonized
in the 30 studies. Most studies assessed alcohol intake using a food frequency ques-
tionnaire (FFQ) or a diet history that was tailored for their particular study and was
designed to be comprehensive enough to estimate energy intake over a long period of
time, generally the past year [18]. For the four cohorts that did not collect comprehen-
sive dietary data, alcohol intake was estimated using a lifestyle questionnaire. Daily
amount of alcohol in grams of ethanol was calculated from the baseline study-specific
questionnaires based on the frequency of consumption, the number of drinks and the
alcohol content of the alcoholic beverages consumed. All studies had a measure of
total alcohol intake at enrolment calculated as the sum of the beverage-specific intakes,
namely beer, wine and spirits/liquor. Information on the type of alcoholic beverage was
not available in the New York State Cohort (NYSC), thus only total alcohol intake was
used from this cohort. Measurement of alcohol intake by self-reported questionnaire
was validated and correlation between the FFQ/diet history and 24-hour dietary recall
measurements ranged from 0.74 to 0.99 [44-53].

For the 30 studies, the baseline non-dietary risk factor data included age at alcohol
assessment, year of baseline questionnaire, sex, country, smoking habits, weight,
height, race, ethnicity, education, physical activity, and prevalent diabetes (of any

type).

Outcome assessment

First primary incident pancreatic cancer cases, defined by the International Clas-
sification of Diseases (ICD) code 157 (9th edition [54]) or C25 (10th edition [55]),
were ascertained by self-report with subsequent medical record review [42], cancer

excluded endocrine (ICD-9 code 157.4 and ICD-10 code C25.4) and lymphoprolifer-
ative tumours (ICD-Oncology 3rd edition [57] codes: 9251, 9560, 9590, 9591, 9680,
9691, 9695, 9950). The final data included 10,067 invasive pancreatic cancer cases,
from which 9,668 cases (96%) were histologically confirmed (with ICD-O codes other
than 9990, 9999).
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of New Jersey, New Brunswick, New Jersey.
Netherlands Cohort Study (NLCS): The NLCS
was supported by grants from the Dutch
Cancer Society and World Cancer Research
Fund. New York State Cohort (NYSC): No
source of funding to declare. Prostate, Lung,
Colorectal, and Ovarian Cancer Screening Trial
(PLCO): PLCO was supported by the Intramural
Research Program of the Division of Cancer
Epidemiology and Genetics, and contracts from
the Division of Cancer Prevention, National
Cancer Institute (NCI), NIH, DHHS. Cancer
incidence data have been provided by the
Colorado Central Cancer Registry, District of
Columbia Cancer Registry, Georgia Cancer
Registry, Hawaii Cancer Registry, Cancer Data
Registry of Idaho, Minnesota Cancer
Surveillance System, Missouri Cancer Registry,
Nevada Central Cancer Registry, Pennsylvania
Cancer Registry, Texas Cancer Registry, Virginia
Cancer Registry, and Wisconsin Cancer
Reporting System. All are supported in part by
funds from the Center for Disease Control and
Prevention, National Program for Central
Registries, local states or by the National
Cancer Institute, Surveillance, Epidemiology,
and End Results program. The results reported
here, and the conclusions derived are the sole
responsibility of the authors. Singapore Chinese
Health Study (SCHS): SCHS was supported by
the National Institutes of Health (NIH) of the
United States (grants # R0O1 CA144034 and
UM1 CA182876; PI: J-M.Y.) and the Singapore
Ministry of Health’s National Medical Research
Council under its Strategic Cohorts Funding
(SCHS; PI: W-P.K). Shanghai Cohort Study
(SCS): SCS was supported by the National
Institutes of Health (NIH) of the United States
(grants # R01 CA144034 and UM1 CA182876;
Pl: J-M.Y.) Swedish Mammography Cohort
(SMC): SMC is part of the Swedish
Infrastructure for Medical Population-based
Life-course and Environmental Research
(SIMPLER), which receives funding through the
Swedish Research Council under the grant no
2017-00644 and 2021-00160. Shanghai Men's
Health Study (SMHS): SMHS is supported by
National Institutes of Health (NIH) of the United
States (grant UM1CA173640). Swedish
National March Cohort (SNMC): No source of
funding to declare. VITamins and Lifestyle
Study (VITAL): No source of funding to declare.
Women’s Health Initiative (WHI): The WHI
program is funded by the National Cancer
Heart, Lung, and Blood Institute, National
Institutes of Health, U.S. Department of Health

Statistical analysis

In addition to applying predefined exclusions for each cohort, we excluded partici-
pants with a prior cancer diagnosis other than non-melanoma skin cancer at baseline,
log,-transformed energy intakes beyond three standard deviations of the study- and
sex-specific log_-transformed mean energy intake (for all cohorts with comprehensive
dietary data), with missing data on alcohol intake, or alcohol intakes exceeding 200 g/
day. The Netherlands Cohort Study (NLCS) was analysed as a case-cohort study per
its study design [56].

The association between alcohol intake and pancreatic cancer risk was evaluated
using multivariable Cox proportional hazards models on aggregated individual-level
data from each study into a unique dataset, to estimate hazard ratios (HR) and 95%
confidence intervals (Cl). The primary time scale variable was the follow-up time in
years from age at baseline until the age at cancer diagnosis (only participants for
whom pancreatic cancer was their first primary cancer were included as cases),
death, or administrative end of follow-up, whichever occurred first. The baseline
hazard was stratified by age at recruitment (in 1-year categories), year of baseline
questionnaire completion (in 1-calendar-year categories), study, country (in the Euro-
pean Prospective Investigation into Cancer and Nutrition [EPIC] cohort), and sex (in
models combining men and women).

Alcohol intake was modelled in categories as:<0.1, 0.1 to <5, 5 to <15, 15 to <30,
30 to<60 and 260 g/day and in continuous for a 10 g/day increase. The category 0.1
to<5 g/day was used as the reference category as non-drinkers at baseline (<0.1 g/
day) may include former drinkers. In women, the two highest categories of alcohol
intake were collapsed into a 230 g/day group (owing to 49 cases in the 260 g/day
category). The covariates were categorized similarly across studies. Models were
adjusted for smoking status (never, former, current, unknown: 2%), smoking duration
in past and current smokers (in years, coded as 0 for never smokers and missing
[17%]), smoking intensity in current smokers (in number of cigarettes/day, coded as
0 for never and former smokers and missing [3%]), time since smoking cessation in
past smokers (in years, coded as 0 for never and current smokers and missing [4%]),
prevalent diabetes status (yes, no, unknown: 6%), body mass index (BMI, continu-
ous, kg/m?, unknown: 4%), height (continuous, centimetres, unknown: 1%), education
level (<high school, high school,>high school, unknown: 6%), self-identified race
and ethnicity (African American, Asian, White, Hispanic, Other, unknown: 3%), and
physical activity (low, medium, high, unknown: 17%). Missing values for covariates
were modelled with missing indicator variables. Participants from European studies
that did not collect information about race or ethnicity were assigned to the “White”
category. Analyses on the continuous scale were further adjusted for an indicator
variable for alcohol drinking status (0: non-drinkers [<0.1 g/day], 1: drinkers [20.1 g/
day]) to express alcohol intake in continuous among drinkers. The inclusion of energy
intake did not alter the magnitude of the HR estimates and was not included in the
final multivariable models.

Tests for statistical significance of pancreatic cancer HRs related to alcohol intake
in categories were performed with p-values (p,,,) comparing the Wald test statistics
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and Human Services through contracts
75N92021D00001, 75N92021D00002,
75N92021D00003, 75N92021D00004,
75N92021D00005. Women's Lifestyle and
Health Study (WLHS): No source of funding to
declare.

Competing interests: | have read the journal's
policy and the authors of this manuscript

have the following competing interests: MS is
employed at IQVIA, a contract research compa-
ny, and has no financial stake in the results of
the current study. WZ and SCM are Academic
Editors on PLOS Medicine's editorial board.

Abbreviations: BMI, body mass index; DCPP,
Pooling Project of Prospective Studies of Diet
and Cancer; HR, hazard ratio; Cl, confidence
interval; PPAC, Pooling Project on Alcohol and
Cancer; ATBC, Alpha-Tocopherol, Beta-Carotene
Cancer Prevention Study; BCDDP, breast cancer
detection demonstration project follow-up
study; CARET, beta-carotene and retinol
efficacy trial; CLUE Il, Clue Il: Campaign against
Cancer and Heart Disease; CNBSS, Canadian
National Breast Screening Study; COSM, Cohort
of Swedish Men; CPS 11, Cancer Prevention
Study Il Nutrition Cohort; CTS, California
Teachers Study; EPIC, European Prospective
Investigation into Cancer and Nutrition; GS,
Generations Study; HPFS, Health Professionals
Follow-up Study; IWHS, lowa Women'’s Health
Study; JPHC |, Japan Public Health Center-
based Prospective Study I; JPHC II, Japan
Public Health Center-based Prospective Study
II; MCCS, Melbourne Collaborative Cohort
Study; MEC, Multiethnic Cohort Study; NHS,
Nurses’ Health Study; NHS II, Nurses’ Health
Study II; NIH-AARP, NIH-AARP Diet and Health
Study; NLCS, Netherlands Cohort Study; NYSC,
New York State Cohort; PLCO, Prostate, Lung,
Colorectal, and Ovarian Cancer Screening

Trial; SCHS, Singapore Chinese Health Study;
SCS, Shanghai Cohort Study; SMC, Swedish
Mammography Cohort; SMHS, Shanghai Men’s
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to a X2 distribution with degrees of freedom equal to the number of alcohol categories
minus one, not including the category of non-drinkers (<0.1 g/day). P-values for trend
(Pyene) Were obtained in models including alcohol intake as a continuous variable, also
including the indicator for alcohol drinking status.

To assess potential departures from linearity in the association between alcohol
intake and pancreatic cancer risk, multivariable adjusted restricted cubic spline mod-
els [58] were fitted with four internal knots placed at 5, 15, 30, and 60 g/day using
2.5 g/day as the reference, after excluding participants with alcohol intake greater
than 100 g/day (resulted in exclusion of 5% of sex-combined participants). Models
included the same list of covariates as detailed earlier for alcohol intake modelled in
continuous. Nonlinearity was evaluated by comparing the difference in log-likelihood
of models with linear term and fractional polynomials to a X? distribution with two
degrees of freedoms.

We evaluated heterogeneity in the alcohol intake and pancreatic cancer risk asso-
ciation by study, sex, smoking status (never, former, current smokers), geographic
region (Europe-Australia, North America, Asia), BMI (18.5 to <25, 25 to <30, 230 kg/
m?]), prevalent diabetes status (yes, no), education level (<high school, >high school),
multi-vitamin use (yes, no, in North American cohorts), and follow-up time (<2, 2 to
<5, 5 to <10, 210 years). Models included alcohol intake (in continuous), a categori-
cal variable for the candidate effect modifier, and an interaction term between alcohol
intake and the effect modifier. P-values for heterogeneity were obtained by compar-
ing the log-likelihood of models with and without the interaction terms to a X? distribu-
tion with degrees of freedom equal to the number of categories of the effect modifier
minus one. Participants with missing values on the candidate effect modifier were
excluded in models evaluating that modifier and models were adjusted as previously
described for alcohol intake modelled in continuous. In analyses by geographical
region, the Australian cohort (Melbourne Collaborative Cohort Study [MCCS]) was
combined with European cohorts as participants were mostly White and reported
similar alcohol intake as European cohorts. Proportional hazards (PH) assumption
was evaluated introducing a continuous time dependent variable modelled as the
interaction between the log-transformed follow-up time and alcohol intake. The PH
assumption was not rejected (p-value = 0.758).

The associations between alcohol intake from different alcoholic beverages (beer,
wine and spirits/liquors) and pancreatic cancer risk were assessed in separate mod-
els, using the following categories: <0.1 g/day, 0.1 to <3 (reference), 3 to <10, 10 to
<20, 20 to <40 and 240 g/day. These models were further adjusted for the sum of the
alcohol intake from alcoholic beverages other than the one under evaluation.

Sensitivity analyses were performed to assess the robustness of the findings. To eval-
uate the effect of different adjustments of smoking variables on pancreatic cancer HRs
related to alcohol, different models were compared: (1) no smoking covariates (only age,
year of questionnaire return, and country [for EPIC only] were included as stratification
variables), (2) adjustment for smoking status, (3) further adjustment for smoking duration,
smoking intensity, and time since smoking cessation, (4) further adjustment for other
covariates. To assess potential reverse causation, the association between alcohol use
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and pancreatic cancer risk was re-evaluated after excluding the first 2 years of follow-up. The association was also re-examined
after restricting the case definition to histologically confirmed pancreatic cancer cases. Among cohorts with information about
past drinking (Cohort of Swedish Men [COSM], EPIC, Health Professionals Follow-up Study [HPFS], Melbourne Collaborative
Cohort Study [MCCS], Nurses’ Health Study [NHS], Prostate, Lung, Colorectal, and Ovarian Cancer Screening Trial [PLCO],
and Swedish Mammography Cohort [SMC]), the association between alcohol intake and pancreatic cancer risk was evaluated
after separating out former drinkers from never drinkers in the baseline non-drinkers category.

Statistical tests were two-sided with nominal level of statistical significance set to 5%. Analyses were performed using
SAS version 9.4 (SAS Institute, Cary, NC, USA). No specific study protocol is available. After data harmonization, a statis-
tical analysis plan was developed jointly between scientists at IARC and at the Harvard T.H. Chan School of Public Health
(File Ain S1 File). This study is reported as per the Strengthening the Reporting of Observational Studies in Epidemiology
(STROBE) guideline (S1 Checklist).

Results

The total study sample consisted of 2,494,432 participants (62% women, 70% alcohol drinkers, 47% never smokers, 64%
alcohol drinkers among never smokers) in 30 studies, recruited between 1980 and 2013 with a median age of 57 years
(Table 1). Within a median follow-up time of 15.6 years (10th—90th percentile range: 6.0 to 21.6 years across studies),
10,067 incident pancreatic cancer cases were diagnosed (51% women). Study participants were from North America
(60%), Europe/Australia (32%) and Asia (8%) (Table 2). Participants with the highest alcohol intake were less likely to be
never smokers. Median alcohol intake at recruitment among drinkers was twice as high in men (10.7 g/day) as in women
(5.0 g/day) (Table Ain S1 File). Cohorts from Asia (77% men) displayed the lowest percentage of alcohol drinkers (38%)
and the highest median alcohol intake among drinkers (23 g/day).

We observed a statistically significant positive association between alcohol intake and pancreatic cancer risk (Fig 1).

In women, HRs comparing alcohol intake of 5 to <15, 15 to <30 and 230 g/day to the reference category (0.1 to <5 g/day)
were 0.91 (95% CI [0.84,0.99]), 1.12 (95% CI1[1.00,1.25]) and 1.13 (95% CI [0.99,1.29]), respectively, with HR for a 10 g/
day increment in alcohol intake (HR,;,.,) equal to 1.03 (95% CI [1.01,1.06]). In men, HRs comparing alcohol intake of 5
to <15, 15 to <30, 30 to <60 and =60 g/day to the reference category were equal to 0.99 (95% CI [0.91, 1.08]), 1.02 (95%
Cl1[0.92, 1.12]), 1.15 (95% CI [1.04, 1.28]) and 1.36 (95% CI [1.20, 1.55]), respectively, and Hng,day was equal to 1.03
(95% CI [1.02,1.04]). Among women, the HR comparing non-drinkers (<0.1 g/day) to the reference category (0.1 to <5 g/
day) showed no significant association (HR = 0.97, 95% CI [0.90, 1.04]) while among men a significant positive associa-
tion was observed (HR = 1.10, 95% CI [1.01, 1.20]). In sex-combined analysis, HRs comparing alcohol intake of 30 to <60
and =60 g/day to the reference category were equal to 1.12 (95% CI [1.03, 1.21]) and 1.32 (95% CI [1.18, 1.47]), respec-
tively. The overall pancreatic cancer Hng/day was 1.03 (95% CI [1.02,1.04]). There was no evidence of heterogeneity by
sex (p,,, = 0.27, Fig 1) or study (pStudy =0.40, FigAin S1 File).

The association between alcohol intake and pancreatic cancer risk was not different by smoking status (Fig 2). The
Hng,day were 1.03 (95% CI[1.01, 1.06]) in never smokers (including 3,801 cases), 1.02 (95% CI [1.00,1.04]) in former
smokers (3,490 cases) and 1.03 (95% CI [1.01, 1.04]) in current smokers (2,573 cases), with p-value for heterogeneity by
smoking status equal to 0.624.

There was no evidence of effect modification of the total alcohol intake and pancreatic cancer risk association by BMI,
prevalent diabetes, education, and multi-vitamin use with p-values for heterogeneity equal to 0.149, 0.608, 0.284, and
0.986, respectively (Fig C in S1 File). There was significant heterogeneity by follow-up time with attenuated Hng/Glay esti-
mates in the 0-2 and 5-10 years follow-up ranges (pheterogeneity < 0.001, Fig C in S1 File).

Positive associations of alcohol intake and pancreatic cancer risk were observed in Europe—Australia (Hng/day =1.03,
95% CI[1.00, 1.05]) and North America (Hng,day =1.03, 95% CI [1.02, 1.05]), while no association was observed in Asia,
the region with the fewest number of alcohol drinkers in our analyses (p-value for heterogeneity by region = 0.003, Fig 3).
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Cases Studies HR (95% CI)! Pyus®  Duend® DPstudy’  DPsex
Women
<0.1 g/day 1,827 — 0.97 (0.90, 1.04)
0.1-<5 1,749 L 4 1.00 (Reference)
5-<15 884 —_— 0.91 (0.84, 0.99)
15-<30 438 —_— 1.12 (1.00, 1.25)
>30 269 L 4 1.13(0.99,1.29) <0.001
10 g/day increase 5,167 23 - 1.03 (1.01, 1.06) 0.011 0.622
Men
<0.1 g/day 1,204 —_— 1.10 (1.01, 1.20)
0.1-<5 1,152 L 4 1.00 (Reference)
5-<15 922 — 0.99 (0.91, 1.08)
15-<30 712 — 1.02 (0.92, 1.12)
30-<60 576 —_— 1.15 (1.04, 1.28)
> 60 334 4 1.36 (1.20, 1.55)  <0.001
10 g/day increase 4,900 18 L 4 1.03 (1.02, 1.04) <0.001 0.431
Overall
<0.1 g/day 3,031 —— 1.02 (0.96, 1.08)
0.1-<5 2,901 4 1.00 (Reference)
5-<15 1,806 — 0.95 (0.89, 1.01)
15-<30 1,150 —— 1.04 (0.97, 1.12)
30-<60 796 —_— 1.12 (1.03, 1.21)
> 60 383 . 1.32 (1.18,1.47)  <0.001
10 g/day increase 10,067 32 2 1.03 (1.02, 1.04) <0.001 0.403 0.274
[ [ I | [ [
HR estimates (log-scale) 0.90 1 1.10 120 130 140 1.50

Fig 1. Association between alcohol intake and the risk of pancreatic cancer, overall and by sex. Abbreviations: HR: hazard ratio, Cl: confidence
interval; ' Cox proportional hazard models were adjusted for smoking status, smoking duration, smoking intensity, time since smoking cessation, dia-
betes status, body mass index, height, education, race and ethnicity, and physical activity. Analyses in continuous were further adjusted for an indicator
variable for alcohol drinking status. Models were stratified by age at baseline, year of baseline questionnaire completion, study, country (in EPIC [59]),
and sex (overall models only); 2 P-value for the Wald test statistics compared with a X? distribution with degrees of freedom equal to the number of
alcohol intake categories minus one, not including the category of non-drinkers (<0.1 g/day); ® P-value for alcohol consumption modelled as a continuous
variable for a 10 g/day increase, with inclusion in the model of an indicator variable expressing the alcohol drinking status;  Heterogeneity across stud-
ies was tested by adding interaction terms between alcohol intake modeled in continuous and each study level, then comparing the Wald test statistics
for significance to a X2 distribution with the number of degrees of freedom equal to the number of studies minus one, in a model including an indicator
variable expressing the alcohol drinking status; > Heterogeneity by sex was tested by adding interaction terms between alcohol intake modelled in con-
tinuous and sex, then comparing the Wald test statistics for significance to a X? distribution with one degree of freedom, in a model including an indicator
variable expressing the alcohol drinking status. The alcohol and pancreatic cancer dose—response relationship using restricted cubic splines among par-
ticipants with alcohol intake lower than 100 g/day showed no departure from linearity, neither overall (p = 0.345) nor in women (p =0.355)
or men (p =0.633) (Fig B in S1 File).

nonlinearity nonlinearity

nonlinearit;

https://doi.org/10.137 1/journal.pmed.1004590.9001

Examination of alcohol intake from different alcoholic beverages showed positive associations with pancreatic cancer
risk for alcohol intake from beer and spirits/liquor with Hng/day estimates of 1.02 (95% CI [1.00, 1.04]) and 1.04 (95% CI
[1.03, 1.06]), respectively, but not from wine (HR109/day =1.00, 95% CI [0.98, 1.03], Fig 4). Associations did not differ by sex
or smoking status for alcohol intake from all three beverages (Fig D in S1 File). Pancreatic cancer HR estimates for alco-
hol intake from wine differed by geographic region (Europe/Australia: Hng/day =1.00, 95% CI [0.96, 1.04]; North-America:
HR | yeay = 1.04, 95% CI[1.00, 1.07]; Asia: HR; . = 0.8595% CI[0.77, 0.94]; p, ., < 0.001). Associations with alco-
hol intake from spirits/liquors differed by geographic region (Europe/Australia: Hng/day =1.09, 95% CI [1.03, 1.14];
North-America: HR =1.05, 95% CI [1.03, 1.07]; Asia: HR =1.00, 95% CI [0.97, 1.04]; p =0.023).

10 g/day 10 g/day region
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Cases Studies' : HR (95% CI)2 pWa]d3 ptrend4 phelerogeneity5
Never smokers
<0.1 g/day 1,505 - 0.96 (0.89, 1.04)
0.1-<5 1,201 4 1.00 (Reference)
5-<15 622 —— 0.97 (0.88, 1.07)
15-<30 279 —— 1.01 (0.88, 1.15)
30-<60 142 ——— 1.12 (0.94, 1.33)
> 60 52 —— 1.31(0.99,1.74)  0.215
10 g/day increase 3,801 29 L 4 1.03 (1.01, 1.06) 0.006
Former smokers :
<0.1 818 -0 1.04 (0.95, 1.14)
0.1-<5 1,038 4 1.00 (Reference)
5-<15 685 —— 0.92 (0.83, 1.01)
15-<30 510 —— 1.11 (0.99, 1.23)
30-<60 296 —— 1.07 (0.94, 1.22)
> 60 143 —— 1.30 (1.09, 1.54)  <0.001
10 g/day increase 3,490 29 & 1.02 (1.00, 1.04) 0.012
Current smokers
<0.1 635 +—— 1.10 (0.98, 1.23)
0.1-<5 611 4 1.00 (Reference)
5-<15 467 —- 0.94 (0.84, 1.06)
15-<30 341 —— 0.99 (0.86, 1.13)
30-<60 346 i —— 1.19 (1.04, 1.36)
> 60 173 ;. —— 1.32(1.11,1.57)  <0.001 0.646
10 g/day increase 2,573 30 ’ 1.03 (1.01, 1.04) 0.011 0.624
I I i | I
HR estimates (log-scale) 0.5 0.75 1 1.50  2.00

Fig 2. Association between alcohol intake and the risk of pancreatic cancer by smoking status (never, former, current smoker). Abbreviations:
HR: hazard ratio, Cl: confidence interval; ' ATBC recruited only current smokers; 2 Cox proportional hazard models were adjusted for smoking duration,
smoking intensity, time since smoking cessation, diabetes status, body mass index, height, education, race and ethnicity and physical activity. Analyses
in continuous were further adjusted for an indicator variable for alcohol drinking status. Models were stratified by age at baseline, year of baseline ques-
tionnaire completion, study, country (in EPIC [59]) and sex. Models included interaction terms between alcohol intake and smoking status, keeping the
0.1 to <5 g/day category as reference, while participants without information on their smoking status were excluded; ® P-value for the Wald test statistics
compared with a X2 distribution with four degrees of freedom, not including the category of non-drinkers (<0.1 g/day); 4 P-value for alcohol consumption
modelled in continuous, in a model including an indicator variable expressing alcohol drinking status; ® Heterogeneity by smoking was tested comparing
the Wald test statistics for interaction between alcohol intake and smoking level to a X? distribution, with either four degrees of freedom not including the
category of non-drinkers (<0.1 g/day) for analyses in categories, or one degree of freedom in a model including an indicator variable expressing alcohol
drinking status for analyses in continuous.

https://doi.org/10.1371/journal.pmed. 1004590.9002

Sensitivity analyses examining HR estimates in models with different levels of adjustment showed attenuation of

Hng,day from 1.04 to 1.03 after adjusting for smoking status versus no adjustment (model 2 versus model 1), while

further adjustment for smoking duration, intensity, time since smoking cessation (model 3) and other covariates
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Cases Studies : HR (95% CI)? Pt Daway D Dogoon
Europe / Australia® :
<0.1 g/day 394 —— 0.98 (0.86, 1.11)
0.1-<5 786 L 4 1.00 (Reference)
5-<15 635 —— 0.91 (0.81, 1.01)
15-<30 368 —— 0.94 (0.82, 1.07)
30-<60 273 —— 1.09 (0.94, 1.27)
> 60 97 P —— 1.35(1.08,1.69)  0.003
10 g/day increase 2,553 9 4 1.03 (1.00,1.05)  0.043 0.513 0.860
North Americal
<0.1 g/day 2,099 - 1.02 (0.95, 1.08)
0.1-<5 2,057 4 1.00 (Reference)
5-<15 1,090 & 0.95 (0.88, 1.02)
15-<30 701 —— 1.10 (1.00, 1.20)
30-<60 441 : —— 1.17 (1.05, 1.30)
> 60 222 P 1.36 (1.18,1.57)  <0.001
10 g/day increase 6,610 16 ‘ 1.03 (1.02, 1.05) <0.001 0.959 0.418
Asial i
<0.1 g/day 538 —& 1.12 (0.85, 1.48)
0.1-<5 58 ’ 1.00 (Reference)
5-<15 81 —¢ 1.22 (0.87, 1.71)
15-<30 81 4 1.00 (0.71, 1.41)
30-<60 82 " 0.92 (0.65, 1.29)
> 60 64 — 1.13(0.78,1.63)  0.407
10 g/day increase 904 5 * 1.00 (0.96,1.03)  0.800 0.100 0.080 0.003
I I I I
HR estimates (log-scale) 0.75 1 1.50 2.00

Fig 3. Association between alcohol intake and the risk of pancreatic cancer by geographic region (Europe/Australia, North America, Asia).
Abbreviations: HR: hazard ratio, Cl: confidence interval; ' Geographic region was coded as Europe (ATBC, COSM, GS, EPIC, MCCS, NLCS, SMC,
SNMC and WLHS), North America (BCDDP, CARET, CLUEII, CNBSS, CPSII, CTS, HPFS, IWHS, MEC, NHS, NHSII, NIH-AARP, NYSC, PLCO, VITAL,
and WHI) and Asia (JPHCI, JPHCII, SCHS, SCS and SMHS); 2 Cox proportional hazard models were adjusted for smoking status, smoking duration,
smoking intensity, time since smoking cessation, diabetes status, body mass index, height, education, race and ethnicity, and physical activity. Analy-
ses in continuous were further adjusted for an indicator variable for alcohol drinking status. Models were stratified by age at baseline, year of baseline
questionnaire completion, study, and country (in EPIC [59]) and sex; ® For analyses in categories, p-value compared the Wald test statistics with a X?
distribution with degrees of freedom equal to the number of alcohol intake categories minus one, not including the category of non-drinkers (<0.1 g/day).
In continuous analyses, it was the p-value for alcohol consumption in continuous in a model including an indicator variable expressing alcohol drinking
status; 4 Heterogeneity across studies within each geographic region was tested adding interaction terms between alcohol intake modelled in continu-
ous and each study level, then comparing the Wald test statistics for significance to a X? distribution with the number of degrees of freedom equal to the
number of studies minus one, in a model including an indicator variable expressing alcohol drinking status; ® Heterogeneity by sex within each geo-
graphic region was tested adding interaction terms between alcohol intake in continuous and sex, then comparing the Wald test statistics for significance
to a X2 distribution with one degree of freedom in a model including an indicator variable expressing alcohol drinking status; ¢ Heterogeneity by geo-
graphic region was tested adding interaction terms between alcohol intake in continuous and geographic region, then comparing the Wald test statistics
for significance to a X2 distribution with two degrees of freedom in a model including an indicator variable expressing alcohol drinking status.

https://doi.org/10.1371/journal.pmed.1004590.9003
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Cases Studies . HR (95% CI)2 pWald3 ptrcnd4 psmdy5 pregion6 pscx7
Alcohol intake from beer!
<0.1 g/day 5,704 ha 1.03 (0.97, 1.08)
0.1-<3 2,362 4 1.00 (Reference)
3-<10 1,072 - 0.99 (0.92, 1.07)
10-<20 425 —— 1.03 (0.93, 1.15)
20-<40 265 —— 1.15 (1.01, 1.31)
> 40 147 —— 120 (1.01,1.42)  0.069
10 g/day increase 9,975 29 ¢ 1.02 (1.00, 1.04) 0.015 0367 0.438 0.991
Alcohol intake from wine!
<0.1 g/day 4,716 <4 1.00 (0.95, 1.05)
0.1-<3 2,905 24 1.00 (Reference)
3-<10 1,389 - 0.99 (0.92, 1.05)
10-<20 561 —— 0.98 (0.90, 1.08)
20-<40 323 —— 1.02 (0.90, 1.15)
> 40 77 — 0.90 (0.71,1.13)  0.882
10 g/day increase 9,971 29 4 1.00 (0.98, 1.03) 0.827 0.347 <0.001 0.057
Alcohol intake from spirits/liquors’
<0.1 g/day 5,481 <4 1.00 (0.95, 1.06)
0.1-<3 2,392 4 1.00 (Reference)
3-<10 915 e 1.06 (0.98, 1.14)
10-<20 519 —— 1.04 (0.94, 1.14)
20-<40 369 —— 1.21 (1.08, 1.36)
> 40 282 —— 1.27(1.12, 1.44)  <0.001
10 g/day increase 9,958 29 1 4 1.04 (1.03, 1.06) <0.001 0373  0.023 0.659
T T |
HR estimates (log-scale) 0.75 1 1.50 2.00

Fig 4. Association between alcohol intake from different alcoholic beverages and the risk of pancreatic cancer. Abbreviations: HR: hazard ratio,
Cl: confidence interval; ' Information on type of alcoholic beverages was not available in NYSC; 2 Cox proportional hazard models were adjusted for
alcohol intake from the other type of beverage than the one under evaluation, smoking status, smoking duration, smoking intensity, time since smoking
cessation, diabetes status, body mass index, height, education, race and ethnicity, and physical activity. Analyses in continuous were further adjusted for
an indicator variable for alcohol drinking status based on total alcohol intake. Models were stratified by age at baseline, year of baseline questionnaire
completion, cohort and country (in EPIC [59]) and sex; ® For analyses in categories, p,,,, compared the Wald test statistics with a X? distribution with
degrees of freedom equal to the number of the given type of beverage categories minus one, not including the category of non-drinkers (<0.1 g/day); # In
continuous analyses, p, ., was the p-value for the given type of beverage modelled as a continuous variable for a 10 g/day increase, in a model includ-
ing an indicator variable expressing alcohol drinking status; ® Heterogeneity across studies for a given type of beverage was tested adding interaction
terms between the given type of beverage modeled in continuous and each study level, then comparing the Wald test statistics for significance to a X?
distribution with the number of degrees of freedom equal to the number of studies minus one, in a model including an indicator variable expressing alco-
hol drinking status; ¢ Heterogeneity by geographic region for a given type of beverage was tested adding interaction terms between the type of beverage
and geographic region, then comparing the Wald test statistics for significance to a X? distribution with two degrees of freedom, in a model including an
indicator variable expressing alcohol drinking status; 7 Heterogeneity by sex for each type of alcoholic beverage was tested adding interaction terms
between alcohol intake and sex, then comparing the Wald test statistics for significance to a X? distribution with one degree of freedom, in a model
including an indicator variable expressing alcohol drinking status.

https://doi.org/10.1371/journal.pmed.1004590.9004
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(model 4) showed marginal further attenuation (HRs, .. =1.03 Fig E in S1 File). HRs were also unchanged after
excluding the first 2 years of follow-up (HR,; . = 1.03, 95% CI [1.02, 1.04]), or after restricting the case definition
to histologically confirmed cases (N = 9,668 cases; HR 6 gy = 1.03, 95% CI1 [1.02, 1.04]). In cohorts where informa-
tion about past drinking status was available (n = 7), there was no association between never or former drinking and
pancreatic cancer risk when compared to the category of 0.1-5 g/day in women (HR =0.93, 95% CI [0.79, 1.09];
HR = 0.98, 95% CI [0.81, 1.18]), or in men (HR =1.09, 95% CI [0,88,

Former

1.35]) (Fig F in S1 File).

never

= 0.96, 95% CI [0.73, 1.26]; HR

never Former

Discussion

In a large-scale consortium of prospective cohorts, we observed a modest positive association between alcohol intake
and pancreatic cancer risk, in both men and women, after controlling for a comprehensive list of potential confounding
factors, including detailed information on smoking habits. Positive associations of similar magnitude were found in never,
past, and current smokers.

In two previous meta-analyses that combined data from 18 and 21 cohorts (with 10 and 16 cohorts overlapping with
our analysis, respectively) [10,17], a positive association with pancreatic cancer risk was reported for alcohol intake
greater than 45 g/day, when compared to non-drinkers. In our previous study in DCPP based on 14 cohorts including
2,187 pancreatic cancer cases, there was a positive association with pancreatic cancer risk with alcohol intake of at least
30 g/day, as compared to non-drinkers [11]. In the current study that included more than four times the number of cases,
compared to light drinkers, a significant modest positive association was observed for alcohol intakes of 30 g/day or more
in men and 15 g/day or more in women; the association was stronger with alcohol intake of 60 g/day or more. Positive
associations were observed in cohorts from Europe—Australia and North America, while a null association was observed
in cohorts from Asia (representing 8% of the study population). No heterogeneity by geographic region was documented
in previous meta-analyses [10,16,17], where few Asian cohorts were included as well [17].

Alcohol metabolism is controlled by enzymatic reactions in which alcohol dehydrogenase (ADH) converts ethanol into
acetaldehyde, and aldehyde dehydrogenase (ALDH) converts acetaldehyde into acetate. The efficiency of these pro-
cesses depends on variants of the ADH and ALDH genes [60,61]. Compared to Whites, Asian populations have a higher
prevalence of genes encoding for the fast ADH metabolizer and slow ALDH metabolizer, which naturally leads to acetal-
dehyde accumulation in the bloodstream [62,63]. Carriers of these genotypes experience flushing reactions in response
to alcohol ingestion and tend to drink less alcohol or abstain [15,64]. In our study, genetic data was not available.

Asian populations were under-represented, with 5 cohorts out of 30 and a total of 904 incident pancreatic cancer cases
included. These figures, together with the large proportion of non-drinkers, particularly among Asian women, might explain
the null association observed in Asian cohorts. A larger proportion of participants in the Asian cohorts were non-drinkers
at baseline (62% overall, 82% in women, 55% in men) compared to other region (15% in Europe/Australia and 33% in
North America), while the median alcohol intake among male drinkers from Asian cohorts was higher than among drinkers
from other regions (Table A in S1 File). These figures are consistent with previous observations from other Asian cohorts
[65,66].

Several mechanisms of carcinogenesis have been suggested for alcohol intake (as ethanol), including the promotion of
inflammation, microbiome dysbiosis, production of reactive oxygen species (ROS), lipid peroxidation, and DNA damage
[61]. These mechanisms were suggested to cause pancreatic acinar cells injury, activate pancreatic stellate cells, and
trigger pancreas fibrosis in in vitro models [67,68]. In a recent observational study that related alcohol intake to untargeted
metabolites in EPIC and ATBC, 2-hydroxy-3-methylbutyric acid, a product of branched amino-acid metabolism correlated
with alcohol intake, was positively associated with pancreatic cancer risk, suggesting the existence of a candidate molec-
ular pathway involving fatty acyls in the alcohol related carcinogenesis of the pancreas [69]. In addition, alcohol con-
sumption is strongly correlated with smoking habits, an established risk factor for pancreatic cancer [5]. In our study, HR
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estimates were similar in never, past, and current smokers, suggesting the effect of alcohol on pancreas carcinogenesis
could be independent of smoking behaviour. To our knowledge, these results are novel and shed light on inconclusive
findings from previous large studies conducted in North-America, Europe and Asia [11-15].

Analyses by alcoholic beverages showed that pancreatic cancer risk was positively associated with alcohol intake from
beer and spirits/liquor, while no association was observed with alcohol intake from wine. This is in line with some previous
studies [9,12—14,17], but not with the previous DCPP evaluation [11] where no associations were found when alcohol
intakes were evaluated separately by beverage type, although the highest category examined in those analyses was
smaller (25 g/day), owing to the smaller number of cases. In our current analysis, risk was only notably higher for alcohol
intakes from beer and from spirits/liquor of at least 20 g/day.

In this study participants drinking 0.1 to 5 g/day at baseline were chosen as the reference category throughout our
evaluation, rather than using alcohol non-drinkers. Still, an unknown proportion of participants who reported low or
no alcohol intake at baseline may have reduced or quit alcohol drinking before study enrolment, possibly as a result
of chronic conditions like chronic pancreatitis [70—72], a strong risk factor for pancreatic cancer, which was not avail-
able in our study. If the reason for reducing alcohol consumption was a strong risk factor for pancreatic cancer (as is
chronic pancreatitis), this would lead to reverse causation. To mitigate potential bias in the evaluated associations,
HR estimates were evaluated excluding the first 2 years of follow-up, and findings were materially unchanged.

A major strength of this study was the size and the wide range of alcohol intake in the study population that was
recruited from different geographic regions worldwide. By including more than 10,000 pancreatic cancer cases from inves-
tigations conducted in North America, Europe, Australia, and Asia, the study had greater statistical power than previous
evaluations. Participating cohorts provided detailed information on pancreatic tumours, and exposure data were collected
prior to cancer diagnosis. Study-specific alcohol intake, relevant covariates and information about pancreatic cancer cases
were harmonized across studies to reduce potential sources of heterogeneity between studies. Models were adjusted for
several potential confounders. This framework enabled a comprehensive examination of the association between alcohol
intake and pancreatic cancer risk overall, as well as by sex, smoking status, education level, geographic region, and type
of alcoholic beverages.

The study also had limitations. Although, pooling individual-level data enabled adjustment for a comprehensive list of
confounders, we cannot rule out potential bias from unmeasured confounders. Self-reported alcohol intake is prone to
systematic measurement error, as participants may under-report their alcohol intake, especially among heavy drinkers.
It may result in overestimated HRs and biased associations [73], although questionnaire-based alcohol assessments
showed high validity to address recall bias in many cohorts of our consortium [44—53]. Additionally, alcohol intake
evaluated in this study expressed participants’ average intake in grams of ethanol per day over the year preceding
baseline, and did not account for alcohol intakes earlier in life, for example during early-adulthood [74]. However, in
a previous study based on the EPIC cohort, baseline and lifetime alcohol intake showed similar positive associations
with pancreatic cancer risk [14]. In addition, the present study did not evaluate the impact of specific drinking patterns,
for example characterised by large amounts over short durations (binge drinking), due to lack of specific information.
Future studies leveraging longitudinal assessments of alcohol intake from early to mid-adulthood [74] may provide
insights on into the impact of alcohol drinking at different ages on pancreatic cancer risk. Finally, although data from 30
cohorts were pooled in this study, further collaborative efforts are needed to provide more comprehensive evaluations
of the alcohol-PC association for specific tumor subtypes, and in geographic regions that were not included or under-
represented in this study.

Findings from this large consortium of prospective studies support a modest positive association between alcohol
intake and pancreatic cancer risk, irrespective of smoking status and sex. Associations were particularly evident for base-
line alcohol intake of at least 15 g/day in women and 30 g/day in men. These results will inform future experts’ evaluations
on the epidemiological evidence of the carcinogenicity of alcohol intake.
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Patients and public involvement

Participants or the public were not involved in the design and the conduct of this study. However, these findings will have
a strong translational component. They will inform general practitioners in their daily advice to the general public. More
oriented dissemination activities, involving the general population and cancer patients, could be organised to emphasise
the importance of reducing or quitting alcohol consumption for cancer prevention.
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