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Abstract

Background: There is evidence for a positive relationship between cigarette and coffee
consumption in smokers. Cigarette smoke increases metabolism of caffeine, so this may
represent a causal effect of smoking on caffeine intake.

Methods: We performed Mendelian randomization analyses in the UK Biobank
(N=114029), the Norwegian HUNT study (N=56664) and the Copenhagen General
Population Study (CGPS) (N=78650). We used the rs16969968 genetic variant as a proxy
for smoking heaviness in all studies and rs4410790 and rs2472297 as proxies for coffee
consumption in UK Biobank and CGPS. Analyses were conducted using linear regression
and meta-analysed across studies.

Results: Each additional cigarette per day consumed by current smokers was associated
with higher coffee consumption (0.10 cups per day, 95% CI: 0.03, 0.17). There was weak
evidence for an increase in tea consumption per additional cigarette smoked per day
(0.04 cups per day, 95% CI: —0.002, 0.07). There was strong evidence that each additional
copy of the minor allele of rs16969968 (which increases daily cigarette consumption) in
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current smokers was associated with higher coffee consumption (0.16 cups per day, 95%
Cl: 0.11, 0.20), but only weak evidence for an association with tea consumption (0.04
cups per day, 95% Cl: -0.01, 0.09). There was no clear evidence that rs16969968 was asso-
ciated with coffee or tea consumption in never or former smokers or that the coffee-
related variants were associated with cigarette consumption.

Conclusions: Higher cigarette consumption causally increases coffee intake. This is con-
sistent with faster metabolism of caffeine by smokers, but could also reflect a behav-

ioural effect of smoking on coffee drinking.

Key words: Coffee, tea, smoking, Mendelian randomization

Key Messages

¢ Heavier smoking causes increased coffee consumption.

patterns of coffee consumption.

content in tea.

to detect an effect.

¢ This finding is strengthened by its consistency across three studies from the UK, Norway and Denmark with different

* Evidence for a causal effect between smoking and tea consumption is weaker, possibly reflecting lower caffeine

* There is no clear evidence that coffee consumption increases cigarette consumption but this may reflect lower power

Introduction

Smoking and coffee consumption have been shown to be
strongly positively associated; smokers consume more cof-
fee than non-smokers and, within smokers, smoking heavi-
ness is associated with higher coffee consumption.’
Whether this relationship is specific to coffee, or extends to
other caffeinated beverages, is less clear; however, a recent
analysis in a UK cohort found a similar positive relation-
ship with tea, suggesting it could apply more generally to
caffeine.”

Given the known harmful effects of smoking and the
widespread interest in the health effects of coffee or caf-
feine, which have been implicated (often as a protective
factor) in a number of diseases including cancer, depres-
sion and diabetes,®” it is important to understand what
drives this association. Cigarette smoking induces the cyto-
chrome P450 1A2 (CYP1A2) enzyme, which is the primary
enzyme involved in caffeine metabolism, and experimen-
tally smoking decreases levels of plasma caffeine.®'?
Therefore, accelerated elimination of caffeine by tobacco
smoking may lead to increased caffeine tolerance and cof-
fee consumption.'® There may also be behavioural associ-
ations, as cigarettes and coffee are often consumed
together. However, there are few data on whether smoking
leads to increased coffee or caffeine consumption at the
population level. Inferring causality from observational
studies is difficult, due to the problems of confounding (by
unmeasured or poorly measured factors) and reverse
causality.

One potential way to minimize these problems is to use
genetic variants which are associated with exposures as
proxies for measured exposures in a Mendelian random-
ization analysis."*!> A single nucleotide polymorphism,
rs16969968 in the CHRNAS nicotinic receptor subunit
gene, influences smoking heaviness (or tobacco consump-
tion) within smokers.'® Each additional copy of the minor
allele of rs16969968 (or its proxy, rs1051730) is robustly
associated with smoking, on average, one additional cigar-
ette per day.'”>'® Genetic variants have also been identified
which robustly associate with coffee consumption, with
the two most strongly associated loci located between the
CYP1A1/2 genes (e.g. rs2472297) and near the aryl hydro-
carbon receptor (AHR) gene (e.g. rs4410790).""~*!

Of note, the smoking heaviness variant was reported to
be associated with coffee consumption in a coffee con-
sumption genome-wide association study (GWAS), but at
a nominal level of significance and in a sample combining
both smokers and non-smokers.** A recent Mendelian ran-
domization analysis of smoking and caffeine in a UK study
and in a Dutch study (which did stratify into current, for-
mer and never smokers) did not find any evidence for a
causal effect of smoking on caffeine intake or for a causal
effect of caffeine intake on smoking.”* However, the sam-
ple sizes used were modest, so it is likely that these analyses
were underpowered. A recent analysis of the association of
coffee-related genetic variants with daily cigarette con-
sumption including data from UK Biobank did not support
a causal effect of coffee consumption on increased cigarette
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consumption.”* We sought to extend this work by per-
forming a Mendelian randomization analysis to investigate
whether there is a causal effect of smoking on coffee and
tea consumption, in three large studies: the UK Biobank,
the Norwegian HUNT study and the Copenhagen General
Population Study (CGPS). In addition, we performed a
Mendelian randomization analysis to investigate the causal
effect of coffee consumption on cigarette consumption in
the UK Biobank and the CGPS.

Methods
Study populations

We included individuals from three studies: the UK
Biobank, which recruited over 500000 men and women
(aged 37 to 73 years) between 2006 and 2010, the se-
cond wave of the Norwegian HUNT study (1995-97),%°
which invited all adults aged 20 years and older in the
county of Nord-Trendelag to participate, and the
Copenhagen General Population Study (CGPS), a pro-
spective cohort study with ongoing enrolment started in
2003.7 Full details of the study populations, including
participation flowcharts, are available in Supplementary
material (Supplementary Figures S1-S3, available as
Supplementary data at IJE online).

Genotyping

Information on genotyping of rs16969968 (UK Biobank)
and rs1051730 (HUNT and CGPS) and on rs4410790 and
rs2472297 (in UK Biobank and the CGPS) is provided in
Supplementary material, available at IJE online. Coffee-
related single nucleotide polymorphisms (SNPs) were not
available in the HUNT study.

Smoking behaviour

In all studies, smoking status was classified as never
smoker, former smoker, current smoker and ever smoker
(current and former smokers combined). Current smokers
were also asked how many cigarettes they smoked per day.
Full details of how the smoking variables were derived in
each study are available in Supplementary material, avail-
able at IJE online.

Coffee and tea consumption

Coffee and tea consumption were self-reported as the num-
ber of cups consumed daily. Full details of how these vari-
ables were collected in the individual studies are available
in Supplementary material at IJE online. Information on

whether type of coffee consumption was most commonly
caffeinated or decaffeinated was available in UK Biobank,
but not in HUNT or Copenhagen. However, consumption
of decaffeinated coffee in Norway and Denmark is
low.?®*? Information on whether tea consumption was
caffeinated or decaffeinated was not available in any of the
studies.

Covariates

Observational analyses were adjusted for age, sex and edu-
cational attainment. A full description of the covariates
used in each study is provided in Supplementary material,
available at IJE online.

Statistical analysis

Analyses were conducted in Stata (version 14. 1). Within
each study, associations between smoking status (never,
former and current) and smoking heaviness (cigarettes per
day) and continuous measures of coffee and tea were inves-
tigated using linear regression. These analyses were ad-
justed for age, sex and educational attainment. Robust
standard errors were used to account for non-normality of
residuals, as tea and coffee data tended to be right skewed.

We assessed the association between the genotypes
(rs16969968/rs1051730, coded as 0,1,2 according to the
number of smoking heaviness-increasing alleles) and smok-
ing heaviness using linear regression. In UK Biobank and
the CGPS, we created an unweighted genetic risk score
from the two coffee-related SNPs, coded as 0,1,2,3 or 4,
according to the number of coffee consumption-increasing
alleles (major allele for rs4410790 and minor allele for
rs2472297). We assessed the association of this risk score
with coffee consumption in daily smokers using linear
regression.

In Mendelian randomization analysis, we used linear
regression to investigate associations of the smoking
heaviness-related variants with amount of coffee and tea
consumption, and logistic regression to investigate associ-
ations with any compared with no consumption of these
drinks. These analyses were performed stratified by smok-
ing status (never, former, current and ever). As the genetic
variant is only associated with smoking heaviness in indi-
viduals who smoke, we should only see evidence for an as-
sociation with coffee or tea in current smokers (and
perhaps former smokers if the effects are long-lasting). An
association with coffee or tea consumption in never smok-
ers would suggest a pleiotropic effect of the variant (not
acting through cigarette consumption). Associations of the
coffee genetic risk score with daily cigarette consumption
were investigated using linear regression. Genetic analyses
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Table 1. Characteristics of the study populations

UK Biobank (114029)®

HUNT (56664)" CGPS (78650)°

Mean/N SD/IQR/% Range Mean/N SD/IQR/% Range Mean/N SD/IQR/% Range

Age 56.9 7.9
Sex
Male 53893 473
Female 60136 52.7

Educational attainment®

Low 20501  18.1
Middle 40829 36.1
High 51687 45.7
Smoking status
Never 61179  53.7
Former 39006 34.2
Current 13844 12.1
Cigarettes per day current smokers 17.0 8.2
Tea/coffee consumption
Any tea consumption 96522 84.7
Any coffee consumption 89789  78.7
Any tea or coffee consumption 111582 97.9
Tea consumption (cups per day) in tea drinkers: 4 2,5
median (IQR)
Coffee (cups per day) in coffee drinkers: 2 1,4
median (IQR)

40-73 49.9 17.1 19-101 57.6 13.1 20-99
27021  47.7 35288  55.1
29643 523 43362 449
19759  36.6 17560 224
23514 43.6 27456  35.0
10653  19.8 33376 42.6
24747 437 32168 40.9
14350 25.3 31553 40.1
17528  31.0 14929  19.0
11.2 5.7 15.4 9.1
18130 55.7 45789  58.2
49991  91.0 70228  89.3
52512 95.0 77023 97.9
0.5-25 2 1,2 1-21 1.1 0.6,2.3 0.1-25
0.5-25 5 2,5 1-50 2.9 1.4,4 0.1-25

?Education defined as follows. UK Biobank: high: degree/professional qualifications, middle: school/vocational qualifications, low: no qualifications. HUNT:

high: college/university education (> 12 years), middle: secondary education (11-12 years), low: primary education (< 10 years). CGPS: High: university degree,
Middle: college degree, Low: no education/studying/vocational qualifications/short education.

PNumber of participants with genotype information, varies according to missing values on different variables.

were adjusted for age, sex (in all studies) and principal gen-
etic components (in UK Biobank only).

All analyses were performed within individual studies
and combined in inverse variance weighted fixed-effect
meta-analyses. We assessed heterogeneity between associ-
ations in the different smoking categories using Cochran’s
Q and the I-squared statistic. When there was evidence of
heterogeneity (I>> 50%), we used a random-effects meta-
analysis. Primary analyses were performed only in individ-
uals who reported consuming coffee or tea, but we also
conducted sensitivity analyses including all individuals
(consumers and non-consumers).

Results

The analysis sample consisted of 114029 individuals from
UK Biobank, 56 664 individuals from the HUNT study and
78 650 individuals from the Copenhagen General Population
Study (see Table 1). Smoking prevalence was higher in the
HUNT study than in CGPS and UK Biobank. Coffee con-
sumption was more common in the HUNT and CGPS than
in UK Biobank, but tea consumption was more common in
the UK Biobank than in HUNT and CGPS. Among con-
sumers, individuals from the UK Biobank tended to drink
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more cups of tea per day, but less cups of coffee per day,
than in HUNT and CGPS. In all studies, there was a negative
correlation between coffee and tea consumption when con-
sidering individuals who consumed at least some tea or cof-
fee (Supplementary Table S1, available as Supplementary
data at IJE online). However, correlations were weaker in in-
dividuals reporting both tea and coffee consumption.

Associations of tea and coffee consumption and
smoking with demographic factors

Similar patterns of smoking with age, sex and education
were observed across the studies (see Supplementary
Tables S2-S4, available as Supplementary data at IJE on-
line). However, there were some differences in patterns of
coffee and tea consumption by demographic factors be-
tween the studies (see Supplementary Tables S5-S7, avail-
able as Supplementary data at IJE online).

Observational associations between smoking and
coffee and tea consumption

In observational analyses of smoking status and smoking
heaviness (cigarettes per day) with coffee and tea
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Figure 1. Associations between smoking status and tea and coffee consumption. Beta coefficients represent difference in coffee/tea consumption in
former and current compared with never smokers. Analyses adjusted for age, sex and educational attainment. From linear regression using robust
standard errors to account for non-normality of residuals. Estimates combined in a random-effects meta-analysis.
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Figure 2. Associations between number of cigarettes per day among current smokers and coffee and tea consumption. Beta coefficients represent
difference in coffee/tea consumption in current smokers per additional cigarette consumed per day. Analyses adjusted for age, sex and educational
attainment. From linear regression using robust standard errors to account for non-normality of residuals. In UK Biobank, N represents number of
current daily smokers only. Estimates combined in a random-effects meta-analysis.

consumption, there was a high degree of heterogeneity
between studies (I*>95%). Former and current smoking
were associated with higher coffee consumption (Figure 1),
but there was no overall evidence from the meta-analysis
that smoking status was associated with tea consumption.
Among smokers, each additional cigarette smoked per
day was positively associated with both coffee and tea
consumption, although the association was larger for cof-
fee (0.10 cups per day, 95% CI: 0.03, 0.17) than for tea
(0.04 cups per day, 95% CI: -0.002, 0.07) (Figure 2).
Mutual adjustment of associations for tea and coffee
consumption did not make any material difference to re-
sults (see Supplementary Tables S8 and S9, available as
Supplementary data at IJE online).
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Mendelian randomization: smoking heaviness to
coffee and tea consumption

In the combined estimate, each additional copy of the
minor allele of rs16969968/rs1051730 was associated
with smoking 0.83 additional cigarettes per day (95% CI:
0.63, 1.03, I* 71%, combined using random-effects
meta-analysis, Supplementary Table S10, available as
Supplementary data at IJE online). There was no clear
rs16969968/rs1051730 was
associated with sex or education in any of the studies.
When stratified by smoking status, there was some evi-
dence in the UK Biobank that rs16969968/rs1051730
genotype was associated with age (age decreased per

consistent evidence that

copy of the minor allele) in former and current smokers
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Figure 3. Associations between rs16969968/rs1051730 and coffee con-
sumption. Adjusted for age, sex (in all studies) and principal compo-
nents (in UK Biobank). Analyses restricted to individuals reporting at
least some coffee consumption. In UK Biobank, ‘current smokers’ in-
cludes daily and occasional current smokers. Estimates combined in a
random-effects meta-analysis.

but not never smokers (see Supplementary Tables S11-
$22, available as Supplementary data at IJE online). This is
consistent with the known effects of this variant on
mortality.°

In the combined estimate from the meta-analysis,
rs16969968/rs1051730 genotype was not associated with
consuming any coffee compared with no coffee, nor with
consuming any coffee or tea compared with no coffee or
tea (see Supplementary Figures S4-S5, available as
Supplementary data at IJE online). However, the minor al-
lele was associated with reduced odds of consuming any
tea compared with no tea consumption (OR: 0.94, 95%
CI: 0.91, 0.97) (see Supplementary Figure S6, available as
Supplementary data at IJE online).

There was strong evidence that the minor allele of
rs16969968/rs1051730 was associated with increased cof-
fee consumption in current smokers (Figure 3). As there
was evidence for heterogeneity between studies in some
smoking groups (former and ever smokers), results from
random effects meta-analyses are presented. Each add-
itional copy of the minor allele was associated with a 0.16-
cup increase in coffee consumption (95% CI: 0.11, 0.20).
There was no clear evidence that rs16969968/rs1051730
was associated with coffee consumption in never smokers
(beta 0.02, 95% CI: -0.003, 0.03) or in former smokers
(beta 0.04, 95% CI: -0.03, 0.10). There was evidence
for heterogeneity between studies in the estimate in for-
mer smokers (I* 85%). Including non-consumers of coffee
in this

analysis did not materially change results

N ES (95% Cl)
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UK Biobank 52385 —_— 0.015 (-0.016, 0.046)
HUNT 10085 —_—— -0.011 (-0.046, 0.023)
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L 0.014 (-0.025, 0.053)
0.013 (-0.014, 0.039)
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CGPS 6027 _—
Subtotal (I-squared = 0.0%, p = 0.758) —

0.073 (-0.024, 0.169)
0.026 (-0.067, 0.118)
0.034 (-0.042, 0.110)
0.042 (-0.008, 0.092)

Ever smokers

UK Biobank 44137 —_—— 0.019 (-0.022, 0.059)

HUNT 8033 —_ 0.035 (-0.020, 0.090)

CGPS 24516 —_ 0.019 (-0.016, 0.054)
(-

Subtotal (I-squared = 0.0%, p = 0.873)

> 0.022 (-0.002, 0.046)

-2 0 2
Change in tea consumption (cups per day) per minor allele

Figure 4. Associations between rs16969968/rs1051730 and tea con-
sumption. Adjusted for age, sex (in all studies) and principal compo-
nents (in UK Biobank). Analyses restricted to individuals reporting at
least some tea consumption. In UK Biobank, ‘current smokers’ includes
daily and occasional current smokers. Estimates combined in a fixed-ef-
fects meta-analysis.

(Supplementary Figure S7, available as Supplementary
data at IJE online).

There was no strong evidence for an association be-
tween rs16969968 and tea consumption in any of the
smoking categories (Figure 4). The association was stron-
gest in current smokers [0.04 cups per day per additional
minor allele (95% CI: —0.01, 0.09)]. However, there was
no clear statistical evidence for differences in the associ-
ation between smoking categories (Pheterogencity = 0.22).
Including non-consumers of tea in this analysis weakened
the magnitude of association seen in both current and for-
mer smokers (Supplementary Figure S8, available as
Supplementary data at IJE online).

Given the negative correlation between coffee and tea
consumption, we also performed analyses combining cof-
fee and tea consumption (by adding together cups of tea
and coffee consumed). These results were similar to those
observed for coffee consumption alone (see Supplementary
Figure S9, available as Supplementary data at IJE online).
Among individuals consuming some tea or coffee, there
was evidence that the minor allele was associated with an
increase in the ratio of coffee to tea consumed among ever
smokers (beta 0.04, 95% CI: 0.01, 0.07) but not among
never smokers (beta -0.002, 95% CI: —0.02, 0.02)
(Supplementary Figure S10, available as Supplementary
data at IJE online). Similarly, among individuals consum-
ing different amounts of coffee and tea, the minor allele
was associated with increased odds of drinking more coffee
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than tea in current [odds ratio (OR) per minor allele: 1.06,
95% CI: 1.01, 1.10] and ever smokers (OR per minor al-
lele: 1.02, 95% CI: 1.00, 1.05) but not in never smokers
(OR per minor allele: 0.99;, 95% CI: 0.97, 1.01)
(Supplementary Figure S11, available as Supplementary
data at IJE online).

Within UK Biobank, data were available on type of cof-
fee most commonly consumed. A similar pattern of results
was obtained for both caffeinated and decaffeinated con-
sumption, although confidence intervals for decaffeinated
coffee consumption were wide (see Supplementary Figure
S$12, available as Supplementary data at IJE online). To
test whether associations were limited to caffeinated bever-
ages or reflected a general effect of smoking heaviness on
thirst, we also performed a Mendelian randomization ana-
lysis in UK Biobank with water consumption as the out-
Figure  S$13,
Supplementary data at IJE online). There was no clear evi-
dence that rs16969968/rs1051730 was associated with
water consumption in any of the smoking categories, al-

come  (Supplementary available as

though the minor allele was associated with lower water
consumption among current smokers, but the precision of
this estimate was low.

Mendelian randomization: coffee consumption to
smoking heaviness

In current smokers from UK Biobank (N=10665) and
CGPS (N=14929), each coffee consumption-increasing
allele of the genetic risk score was associated with consum-
ing 0.09 additional cups of coffee per day (95% CI:
0.07, 0.12) (Supplementary Table S23, available as
Supplementary data at IJE online). There was no clear evi-
dence for an association between the coffee genetic risk
score and cigarette consumption (age- and sex-adjusted
beta per coffee consumption-increasing allele: -0.01 cig-
arettes per day, 95% CI: -0.07, 0.05). This association
was similar in coffee consumers and non-consumers
(Supplementary Table S24, available as Supplementary
data at IJE online).

Discussion

In three large studies from the UK, Norway and Denmark,
which have different patterns of coffee and tea consump-
tion, we have demonstrated that being a smoker is associ-
ated with higher coffee intake, and that within smokers,
tobacco consumption is positively associated with coffee
consumption. The results from our Mendelian randomiza-
tion analysis of coffee consumption were largely consistent
across studies and provide evidence that heavier smoking
causally increases coffee intake. Although the pattern of

results in the Mendelian randomization analysis was simi-
lar for tea consumption, we did not find clear evidence for
a causal effect of smoking heaviness on tea consumption.
In addition, we did not find evidence to support a causal
effect of coffee intake on daily cigarette consumption in
current smokers, suggesting that this may not be a bidirec-
tional effect.

Our findings from the Mendelian randomization ana-
lysis, that the smoking-increasing allele of rs16969968/
rs1051730 is positively associated with coffee intake in
current smokers, suggest that a causal effect of smoking on
coffee consumption could explain a large part of the obser-
vational association between smoking heaviness and coffee
consumption. The magnitude of the association in the
genetic analysis (0.16 additional cups of coffee per minor
allele) is similar, and in fact slightly larger than the obser-
vational association, given that the minor allele of this
variant is associated with smoking around one additional
cigarette per day.'” This may reflect measurement error in
the assessment of cigarettes per day, or the fact that
rs16969968 is a marker of total tobacco consumption
which is likely to vary even between individuals smoking
the same number of cigarettes, due to differences in the
way individuals smoke their cigarettes (e.g volume of
smoke inhaled).'®*! It is for this reason that we did not
perform a formal instrumental variable analysis of the ef-
fect of cigarettes smoked per day and coffee and tea con-
sumption. As discussed previously in relation to Mendelian
randomization studies of tobacco, use of a measured ex-
posure which does not fully capture the exposure deter-
mined by the genetic variant is a violation of the exclusion
restriction assumption of instrumental variable analysis,
and can lead to biased estimates of the magnitude of ef-
fects.’>33 To put the magnitude of the smoking heaviness
effect reported here into context, the size of the associ-
ation between rs16969968 and coffee consumption in cur-
rent smokers is similar to that observed for the most
strongly associated SNPs identified in GWAS of coffee
consumption.'>?13*

Lack of association of rs16969968/rs1051730 with cof-
fee consumption in never smokers provides us with some
evidence that this association is not due to pleiotropic ef-
fects of the variant (i.e. associations with the outcome not
via the exposure of interest). Furthermore, this finding is
strengthened by its consistency across studies from coun-
tries with different patterns of coffee consumption. The
small positive association observed in former smokers in
HUNT and CGPS suggests that there may be some residual
effect that persists following smoking cessation. The rea-
son for a lack of association in former smokers in UK
Biobank is unclear; it is possible that time since quitting in
UK Biobank is longer than in the other studies, as the
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sample is restricted to older individuals. We also repeated
analyses in the UK Biobank excluding occasional past
smokers (as UK Biobank has a high proportion of occa-
sional smokers) but this did not substantially alter the
association.

There are two key mechanisms through which smoking
may increase coffee consumption. First, it is well known
that cigarette smoke increases activity of the caffeine
metabolizing enzyme CYP1A2. Polycyclic aromatic hydro-
carbons in tobacco smoke bind to the aryl hydrocarbon
receptor, which activates the CYP1A2 gene.® Faster metab-

3536 would require them to

olism of caffeine in smokers
consume more caffeine to experience its stimulating effects
and avoid withdrawal, but would also allow them to con-
sume higher levels before experiencing symptoms of caf-
feine toxicity.”” Second, the association may be due to
behavioural links between smoking and coffee consump-
tion, with smoking acting as a cue or providing an oppor-
tunity (i.e. a cigarette break) to consume coffee.! The
association of rs16969968 with consumption of decaffei-
nated coffee in current smokers in UK Biobank offers some
support for this behavioural explanation. It is likely that
decaffeinated coffee consumers were once caffeinated cof-
fee consumers, so this could just reflect continuation of an
established behaviour. However, as UK Biobank partici-
pants were only able to indicate their main type of coffee
consumption in the questionnaire, it is likely that at least
some of the coffee consumption in this ‘decaffeinated’ ana-
lysis is caffeinated. Furthermore, the lack of clear evidence
for an association with tea suggests that the coffee-
smoking association is unlikely to be entirely behavioural.
Given the effect of tobacco smoke on caffeine metabol-
ism, it is perhaps surprising that we did not find clear evi-
dence for an association with tea consumption. It is
possible that the effect of smoking is limited to coffee; the
literature on the association between smoking and tea
drinking is less consistent than with coffee drinking, with
some studies finding positive” and others null or negative
associations.”>*® However, this could simply reflect cul-
tural differences in tea consumption between the countries
in this analysis; in UK Biobank, which has the highest tea
consumption of all the studies, there was suggestive evi-
dence for a causal effect of smoking on tea consumption.
Interestingly, the effect size in UK Biobank was around
half of that observed for coffee, which might be expected
given the lower caffeine content of tea (typically around
half that of coffee).” We were also unable to distinguish be-
tween caffeinated and decaffeinated tea consumption in
any of the studies; if the association is due to effects of
smoking on caffeine metabolism, including decaffeinated
tea would have weakened associations. Heavier smoking
may cause individuals to preferentially drink coffee rather

than tea due to its higher caffeine content.’” Analyses of
coffee and tea preference (Supplementary Figures 8 and 9),
and the negative association between the minor allele of
r$16969968/rs1051730 and consumption of any tea, sug-
gest that this might be the case. Therefore, lack of associ-
ation with tea consumption in this analysis may reflect
lower statistical power to detect smaller associations with
tea, cultural differences in tea consumption, or masking of
associations by preference for coffee.

Our analysis, along with previously published analyses
including GWAS data and data from the UK Biobank,**
did not find evidence that coffee consumption causally in-
creases smoking heaviness among smokers. The rs4410790
and rs2472297 SNPs are in or near genes involved in caf-
feine metabolism (CYP1A2 and AHR) and have also been
shown to associate with tea consumption.”” Therefore,
lack of association can be taken more broadly as evidence
that increased caffeine consumption may not cause
increased cigarette consumption. However, it is likely that
this analysis was underpowered, so we cannot rule out the
possibility of a causal effect in this direction.

There are several limitations to this analysis. First, the
UK Biobank had a response rate of around 5% and is not
very representative of individuals of this age group in the
UK. Our results could be affected by collider bias if selection
into the sample is related to both coffee consumption and
smoking.*' However, the consistency of the result for coffee
consumption with that seen in HUNT and CGPS, which
have higher response rates and are more likely to be repre-
sentative of the general population, suggest that this is un-
likely to be a major source of bias. Additionally, the UK
Biobank initial GWAS release contains about 50000 indi-
viduals selected on the basis of smoking status and smoking
heaviness.*> However, exclusion of these individuals from
the UK Biobank analysis did not materially change results
(see Supplementary Figure S14). We also cannot rule out the
possibility that stratification by smoking status might induce
collider bias if the genetic variant itself determines smoking
status.*? Although rs16969968/rs1051730 is largely a deter-
minant of smoking heaviness within smokers'” and does not
appear to influence smoking initiation, there is evidence that
the minor allele is associated with being a current compared
with a former smoker.**

Tea and coffee consumption were self-reported and it is
likely that cup size and strength of coffee and tea dif-
fered between studies. We were also unable to evaluate as-
sociations with other potential sources of caffeine such
as cola or chocolate, because they were not available in
all studies. Therefore, magnitudes of effect should be
treated with caution, particularly if being used to make
inferences about the effect of smoking on caffeine
consumption.

Downl oaded from https://academnic.oup.conlfije/article-abstract/46/6/1958/ 4082629
by Norges Tekni sk- Naturvitenskapelige Universitet user
on 09 January 2018


https://academic.oup.com/ije/article-lookup/doi/10.1093/ije/dyx147#supplementary-data
https://academic.oup.com/ije/article-lookup/doi/10.1093/ije/dyx147#supplementary-data
https://academic.oup.com/ije/article-lookup/doi/10.1093/ije/dyx147#supplementary-data

1966

International Journal of Epidemiology, 2017, Vol. 46, No. 6

Misclassification of smoking status could be another = 2. Treur JL, Taylor AE, Ware JJ et al. Associations between
potential source of bias, but should serve to make estimates smoking and caffeine consumption in two European cohorts.
of the association between rs16969968 and coffee con- Addiction 2016;111:1059-68.

. .. 3. Lucas M, Mirzaei F, Pan A et al. Coffee, caffeine, and risk of de-

sumption in never, former and current smokers more simi- .
pression among women. Arch Intern Med 2011;171:1571-78.

lar to each other. 4. O’Keefe JH, Bhatti SK, Patil HR, Dinicolantonio JJ, Lucan SC,

Last, we have only evaluated smoking heaviness in this Lavie CJ. Effects of habitual coffee consumption on cardiometa-
manuscript. The key genetic instrument for smoking initi- bolic disease, cardiovascular health, and all-cause mortality.
ation in the BDNF gene is likely to be pleiotropic as it also J Am Coll Cardiol 2013;62:1043-51.
associates with other phenotypes, including coffee con- 5. Campos H, Baylin A. Coffee consumption and risk of type 2 dia-
sumption, at a genome-wide significance level .34 betes and heart disease. Nutr Rev 2007;65:173-79.

In conclusion, we provide evidence that higher cigarette 6. Gunter MJ, S_Ch'?Ub JA, Xue Xeet al: Ap rospective investigation

. . of coffee drinking and endometrial cancer incidence. Int |
consumptlon.lncreases co.ffee .cons.umptlon, byt r'10t for a Cancer 2012:131:E530-36.

causal effect in the opposite direction. These findings con- 7. Cao'S, Liu L, Yin X, Wang Y, Liu J, Lu Z. Coffee consumption

firm the need to consider both coffee and smoking together and risk of prostate cancer: a meta-analysis of prospective cohort

when considering the health implications of coffee or caf- studies. Carcinogenesis 2014;35:256-61.

feine in population studies. In addition, given that it has 8. Hukkanen J, Jacob P 3rd, Peng M, Dempsey D, Benowitz NL.

been hypothesized that overlap in symptoms between caf- Effect of nicotine on cytochrome P450 1A2 activity. Br ] Clin

feine toxicity and nicotine withdrawal could increase risk P harm’?wl 2011;72:836-38. ) ‘
of relapse to smoking,45 our findings may have implica- 9. Benowitz NL, Peng M, Jacob P 3rd. Effects of cigarette smoking

. . . e . . and carbon monoxide on chlorzoxazone and caffeine metabol-
tions for smoking cessation if individuals trying to quit ism. Clin Pharmacol Ther 2003:74:468_74.

smoking experience caffeine toxicity due to reduced caf- 10. Zevin S, Benowitz NL. Drug interactions with tobacco smoking.

feine metabolism. An update. Clin Pharmacokinet 1999;36:425-38.

11. de Leon J, Diaz FJ, Rogers T et al. A pilot study of plasma caf-
feine concentrations in a US sample of smoker and nonsmoker

Supplementary Data volunteers. Prog Neuropsychopharmacol Biol Psychiatry 2003;
27:165-71.

Supplementary data are available at I/E online. 12. Plowchalk DR, Rowland Yeo K. Prediction of drug clearance in
a smoking population: modeling the impact of variable cigarette
consumption on the induction of CYP1A2. Eur ] Clin

Funding Pharmacol 2012;68:951-60.

CGPS: this work was supported by Herlev and Gentofte Hospital, 13. Grela A, Kulza M, Piekoszewski W, Senczuk-Przybylowska M,

Copenhagen University hospital. The funding organization had no Gomf)lka £, Flor-ek E. The effects 9f tobacco smoke exposure on

role in the design and conduct of the study, the collection, analysis, caffeine metabolism. Ital ] Food §ci 2013;25:76-82.

and interpretation of the data, or in the writing of the paper. UK 14. Davey Smith G, Ebrahim S. "Mendelian randomization’: can

Biobank: this research has been conducted using the genetic epidemiology contribute to understanding environmental

UK Biobank Resource (application 9142). A.E.T. and M.R.M. are determinants of disease? Int | Epidemiol 2003;32:1-22.

members of the UK Centre for Tobacco and Alcohol Studies, a 15. Haycock PC, Burgess S, Wade KH, Bowden J, Relton C, Davey

UKCRC Public Health Research: Centre of Excellence. Funding Smith G. Best (but oft-forgotten) practices: the design, analysis,

from British Heart Foundation, Cancer Research UK, Economic and and interpretation of Mendelian randomization studies. Am |

Social Research Council, Medical Research Council and the Clin Nutr 2016;103:965-78.

National Institute for Health Research, under the auspices of the UK 16. Furberg H, Kim Y, Dackor J ez al. Genome-wide meta-analyses

Clinical Research Collaboration, is gratefully acknowledged. This identify multiple loci associated with smoking behavior. Nat

work was supported by the Medical Research Council (grant num- Genet 2010;42:441-47.

ber: MC_UU_12013/1, MC_UU_12013/6). The Nord-Trendelag 17. Ware JJ, van den Bree MB, Munafo MR. Association of the

Health Study (the HUNT Study) is collaboration between HUNT CHRNAS-A3-B4 gene cluster with heaviness of smoking: a

Research Centre (Faculty of Medicine, NTNU, Norwegian meta-analysis. Nicotine Tob Res. 2011;13:1167-75.

University of Science and Technology), Nord-Trendelag County 18. Munafo MR, Timofeeva MN, Morris RW et al. Association be-

Council and the Norwegian Institute of Public Health. tween genetic variants on chromosome 15q25 locus and object-

Conflict of interest: None declared. ive measures of tobacco exposure. | Natl Cancer Inst 2012;104:
740-48.

References 19. Amin N, Byrne E, Johnson J et al. Genome-wide association ana-
lysis of coffee drinking suggests association with CYP1A1/

1. Swanson JA, Lee JW, Hopp JW. Caffeine and nicotine: a review CYP1A2 and NRCAM. Mol Psychiatry 2012;17:1116-29.

of their joint use and possible interactive effects in tobacco with- 20. Cornelis MC, Kacprowski T, Menni C et al. Genome-wide asso-

drawal. Addict Behav 1994;19:229-56.

ciation study of caffeine metabolites provides new insights to

Downl oaded from https://academnic.oup.conlfije/article-abstract/46/6/1958/ 4082629
by Norges Tekni sk- Naturvitenskapelige Universitet user
on 09 January 2018


https://academic.oup.com/ije/article-lookup/doi/10.1093/ije/dyx147#supplementary-data

International Journal of Epidemiology, 2017, Vol. 46, No. 6

1967

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

caffeine metabolism and dietary caffeine-consumption behavior.
Hum Mol Genet 2016;25:5472-82.

Cornelis MC, Monda KL, Yu K et al. Genome-wide meta-
analysis identifies regions on 7p21 (AHR) and 15q24 (CYP1A2)
as determinants of habitual caffeine consumption. PLoS Genet
2011;7:e1002033.

Sulem P, Gudbjartsson DF, Geller F et al. Sequence variants at
CYP1A1-CYP1A2 and AHR associate with coffee consumption.
Hum Mol Genet 2011;20:2071-77.

Treur JL, Taylor AE, Ware JJ et al. Smoking and caffeine con-
sumption: a genetic analysis of their association. Addict Biol.
2016, March 30. doi: 10.1111/adb.12391. [Epub ahead of
print.]

Ware JJ, Tanner J, Taylor AE et al. Does coffee consumption im-
pact on heaviness of smoking? Addiction 2017, May 27. doi:
10.1111/add.13888. [Epub ahead of print.]

Collins R. What makes UK Biobank special? Lancet 2012;379:
1173-74.

Krokstad S, Langhammer A, Hveem K et al. Cohort Profile: The
HUNT Study, Norway. Int | Epidemiol 2013;42:968-77.

Zacho ], Tybjaerg-Hansen A, Jensen JS, Grande P, Sillesen H,
Nordestgaard BG. Genetically elevated C-reactive protein and is-
chemic vascular disease. N Engl ] Med 2008;359:1897-908.
Hermansen K, Bech BH, Dragsted LO. Vidensrad for forebyg-
gelse kaffe sundhed og sygdom (Coffee, health, and disease)
2015. 2015. http://www.vidensraad.dk/sites/default/files/videns
rad_for_forebyggelse_kaffe_sundhed_og_sygdom_2015.pdf (1
December 2016, date last accessed).

Uten kaffe stopper Norge (Without coffee Norway stops). 2015.
http://ssb.no/utenriksokonomi/artikler-og-publikasjoner/uten-
kaffe-stopper-norge (1 December 2016, date last accessed).

Rode L, Bojesen SE, Weischer M, Nordestgaard BG. High to-
bacco consumption is causally associated with increased all-
cause mortality in a general population sample of 55 568 individ-
uals, but not with short telomeres: a Mendelian randomization
study. Int | Epidemiol 2014;43:1473-83.

Ware JJ, Timpson N, Davey Smith G, Munafo MR. A recall-by-
study of CHRNAS5-A3-B4 genotype,
and smoking topography: study protocol. BMC Med Genet
2014;15:13.

VanderWeele TJ, Tchetgen Tchetgen EJ, Cornelis M, Kraft P.
Methodological challenges in mendelian
Epidemiology 2014;25:427-35.

genotype cotinine

randomization.

Downl oaded from https://academnic.oup.conlfije/article-abstract/46/6/1958/ 4082629
by Norges Tekni sk- Naturvitenskapelige Universitet user

on 09 January 2018

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

Taylor AE, Davies NM, Ware JJ, Vanderweele T, Davey Smith
G, Munafo MR. Mendelian randomization in health research:
Using appropriate genetic variants and avoiding biased esti-
mates. Econ Hum Biol 2014;13:99-106.

Coffee and Caffeine Genetics Consortium; Cornelis MC, Byrne
EM, Esko T et al. Genome-wide meta-analysis identifies six novel
loci associated with habitual Mol
Psychiatry 2015;20:647-54.

Joeres R, Klinker H, Heusler H, Epping J, Zilly W, Richter E.

Influence of smoking on caffeine elimination in healthy volun-

coffee consumption.

teers and in patients with alcoholic liver cirrhosis. Hepatology
1988;8:575-79.

Langmann P, Bienert A, Zilly M, Vath T, Richter E, Klinker H.
Influence of smoking on cotinine and caffeine plasma levels in pa-
tients with alcoholic liver cirrhosis. Eur ] Med Res 2000;5:217-21.
Ossip DJ, Epstein LH. Relative effects of nicotine and coffee on
cigarette smoking. Addict Behav 1981;6:35-39.

Prineas R], Jacobs DR Jr, Crow RS, Blackburn H. Coffee, tea
and VPB. | Chronic Dis 1980;33:67-72.

Gilbert RM. Coffee, tea and cigarette use. Can Med Assoc |
1979;120:522-24.

McMahon G, Taylor AE, Davey Smith G, Munafo MR.
Phenotype refinement strengthens the association of AHR and
CYP1A1 genotype with caffeine consumption. PloS One 2014;9:
e103448.

Munafo M, Tilling K, Taylor AE, Evans DM, Davey Smith G.
Collider scope: how selection bias can induce spurious associ-
ations. bioRxiv 2016. doi: https://doi.org/10.1101/079707.
Wain LV, Shrine N, Miller S ez al. Novel insights into the gen-
etics of smoking behaviour, lung function, and chronic obstruct-
ive pulmonary disease (UK BiLEVE): a genetic association study
in UK Biobank. Lancet Respir Med 2015;3:769-81.

Davey Smith G. Use of genetic markers and gene-diet inter-
actions for interrogating population-level causal influences of
diet on health. Genes Nutr 2011;6:27-43.

Taylor AE, Munafo MR; Carta Consortium. Commentary: Does
mortality from smoking have implications for future Mendelian
randomization studies? Int | Epidemiol 2014;43:1483-86.
Swanson JA, Lee JW, Hopp JW, Berk LS. The impact of caffeine
use on tobacco cessation and withdrawal. Addict Behav 1997,
22:55-68.


http://www.vidensraad.dk/sites/default/files/vidensrad_for_forebyggelse_kaffe_sundhed_og_sygdom_2015.pdf
http://www.vidensraad.dk/sites/default/files/vidensrad_for_forebyggelse_kaffe_sundhed_og_sygdom_2015.pdf
http://ssb.no/utenriksokonomi/artikler-og-publikasjoner/uten-kaffe-stopper-norge
http://ssb.no/utenriksokonomi/artikler-og-publikasjoner/uten-kaffe-stopper-norge
https://doi.org/10.1101/079707

	dyx147-TF1
	dyx147-TF2

