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Abstract 

Background Healthy lifestyles are inversely associated with the risk of noncommunicable diseases, which are leading 
causes of death. However, few studies have used longitudinal data to assess the impact of changing lifestyle behav‑
iours on all‑cause and cancer mortality.

Methods Within the European Prospective Investigation into Cancer and Nutrition (EPIC) cohort, lifestyle profiles 
of 308,497 cancer‑free adults (71% female) aged 35–70 years at recruitment across nine countries were assessed 
with baseline and follow‑up questionnaires administered on average of 7 years apart. A healthy lifestyle index (HLI), 
assessed at two time points, combined information on smoking status, alcohol intake, body mass index, and physi‑
cal activity, and ranged from 0 to 16 units. A change score was calculated as the difference between HLI at baseline 
and follow‑up. Associations between HLI change and all‑cause and cancer mortality were modelled with Cox regres‑
sion, and the impact of changing HLI on accelerating mortality rate was estimated by rate advancement periods (RAP, 
in years).

Results After the follow‑up questionnaire, participants were followed for an average of 9.9 years, with 21,696 deaths 
(8407 cancer deaths) documented. Compared to participants whose HLIs remained stable (within one unit), improv‑
ing HLI by more than one unit was inversely associated with all‑cause and cancer mortality (hazard ratio [HR]: 0.84; 
95% confidence interval [CI]: 0.81, 0.88; and HR: 0.87; 95% CI: 0.82, 0.92; respectively), while worsening HLI by more 
than one unit was associated with an increase in mortality (all‑cause mortality HR: 1.26; 95% CI: 1.20, 1.33; cancer 
mortality HR: 1.19; 95% CI: 1.09, 1.29). Participants who worsened HLI by more than one advanced their risk of death 
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by 1.62 (1.44, 1.96) years, while participants who improved HLI by the same amount delayed their risk of death by 1.19 
(0.65, 2.32) years, compared to those with stable HLI.

Conclusions Making healthier lifestyle changes during adulthood was inversely associated with all‑cause and can‑
cer mortality and delayed risk of death. Conversely, making unhealthier lifestyle changes was positively associated 
with mortality and an accelerated risk of death.

Keywords Healthy lifestyle index, Composite score, Change score, Mortality, Cancer, Longitudinal, Prospective study

Background
The role of lifestyle in shaping our health outcomes is a 
critical area of study. Modifiable lifestyle factors such 
as tobacco and alcohol consumption, physical activity, 
diet, and body mass index (BMI) have been identified as 
important risk factors for non-communicable diseases 
including heart diseases, stroke, pulmonary diseases, and 
cancer [1]. These diseases are responsible for a consider-
able proportion of global mortality, accounting for 74% 
of the 55.4 million deaths recorded in 2019 [2]. Adher-
ence to a healthy lifestyle is associated with extended life 
expectancy [3] and lower premature mortality [4].

Over the last years, investigations on individual life-
style factors have been complemented by a more holis-
tic approach, using a composite score, or a healthy 
lifestyle index (HLI) to combine lifestyle factors to meas-
ure adherence to a healthy lifestyle [5–7]. HLI has been 
linked to cancer incidence [8, 9], lymphoma [10], and 
the multimorbidity of cancer and cardiovascular dis-
ease [11] in the European Prospective Investigation into 
Cancer and Nutrition (EPIC) cohort. A review of 45 
EPIC studies concluded that adherence to healthier life-
style behaviours was consistently associated with lower 
cancer mortality [12]. Additionally, a systematic review 
and meta-analysis of 21 studies found that adherence to 
at least four healthy lifestyle behaviours combined was 
associated with 66% lower all-cause mortality, compared 
to unhealthier lifestyle profiles [13]. Another systematic 
review of 30 studies found that the healthiest lifestyle 
profiles were associated with 58% lower cancer mortality, 
compared to the least healthy [14].

However, nearly all studies on healthy lifestyle and 
mortality conducted thus far have relied on measure-
ments obtained at a single point in time, usually at study 
recruitment. Inferences made from single-time-point 
measurements are based on hypothetical counterfactu-
als had healthier lifestyles been adopted in the first place, 
instead of observed changes in lifestyle behaviours within 
the same participant over time. Recently, we analysed 
the associations of HLI changes on risk of incident colo-
rectal cancer [15] and lifestyle-related cancers [16]. Very 
few studies have investigated the impact of changing life-
style behaviours on mortality using longitudinal expo-
sure measurements and have only been completed on a 

national scale [17–19]. It is important to employ longi-
tudinal data in the assessment of changing behaviours to 
inform public health recommendations and to decrease 
the burden of mortality due to modifiable risk factors.

In addition to modifiable lifestyle behaviours, social 
determinants of health, such as socioeconomic posi-
tion (SEP), have been estimated to account for 30–55% 
of health outcomes [20]. SEP, combined with the other 
lifestyle factors, has been associated with premature 
mortality in several independent cohort studies. In a 
multi-cohort meta-analysis of 1.7 million participants, 
low SEP participants had greater mortality compared 
with those with high SEP, with the third highest popula-
tion attributable fraction after smoking and physical inac-
tivity [21]. Low SEP has also been associated with double 
the rate of all-cause mortality compared to high SEP in 
the UK Biobank and the US National Health and Nutri-
tion Examination Survey (US NHANES) [22]. While the 
interplay of lifestyle with other social determinants of 
health, such as sex or smoking [23–25], has been repeat-
edly documented, the interaction between changing life-
style behaviours and SEP and their impact on mortality 
remains largely unexplored.

Within the multi-national EPIC study, we used longi-
tudinal exposure measurements on smoking status, alco-
hol intake, BMI, and physical activity, combined into an 
HLI, to estimate the association between changing life-
style behaviours and all-cause and cancer mortality and 
to quantify the impact of lifestyle changes on mortality.

Methods
Study population and design
EPIC is an ongoing prospective study, which enrolled 
521,323 adults aged 35 to 70 from 23 centres in 10 Euro-
pean countries (Denmark, France, Germany, Greece, 
Italy, the Netherlands, Norway, Spain, Sweden, and the 
UK) between 1991 and 2000 [26]. Participants completed 
a baseline lifestyle questionnaire upon recruitment and a 
follow-up questionnaire, on average 7 years later. Of the 
521,323 participants enrolled, we excluded participants 
from Greece for administrative reasons (n = 28,561), 
participants who did not complete a baseline question-
naire (n = 6342), participants with top or bottom 1% of 
the ratio of energy intake to energy requirement (n = 
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9607), participants who had no follow-up vital status (n = 
1800), participants who ended follow-up before the sec-
ond questionnaire due to death or censorship (n = 1378), 
participants with unknown date of death (n = 69), or par-
ticipants with prevalent cancer cases at recruitment (n = 
23,478). In addition, participants were excluded if they 
did not complete a follow-up lifestyle questionnaire (n = 
102,125), if they received a cancer diagnosis in the time 
between completing the first and second questionnaire 
(n = 14,609), and if they were missing all follow-up life-
style data (n = 10,214) or data for any one component of 
the HLI at both baseline and follow-up (n = 14,643), as 
detailed in Fig. 1. In summary, 308,497 participants were 
included in the analysis. All study participants provided 
informed consent to participate in the study, and ethical 

approval was obtained from the participating centres and 
ethics committees.

Exposure assessment
The HLI score was calculated at baseline and follow-up 
as the sum of smoking history, alcohol intake, BMI, and 
physical activity. Each factor comprised a score ranging 
from 0 to 4, with low and high values corresponding to 
less and more healthy behaviours, respectively, and the 
total score ranging between 0 and 16 (Fig. S1). Changes 
in HLI were calculated as the difference in score between 
HLI at follow-up and HLI at baseline. HLI change was 
modelled as a continuous and categorical variable, i.e. 
improving (increasing HLI by more than one unit), stable 

Fig. 1 Flowchart of exclusion criteria for the study
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(within a one-unit change), and worsening (decreasing 
HLI by more than one unit).

Data on diet was only available at baseline and was 
therefore not included in the HLI score and change anal-
yses; however, baseline diet score was used as an adjust-
ment factor in all analyses. The diet score was calculated 
based on the intakes of cereal fibre, red and processed 
meat, polyunsaturated to saturated fat ratio, margarine, 
glycaemic load, and fruits and vegetables [9].

To assess socioeconomic position, relative index of 
inequality (RII) based on education was used [27, 28]. 
RII measures the extent to which the occurrence of an 
outcome (e.g. death) varies by socio-economic position. 
RII considers the size of each study centre and the dis-
tributions of each level of education (i.e. none, primary, 
secondary, professional/technical, university or higher) 
within each study centre, thus minimising group differ-
ences across study centre.

Outcome assessment
Information on vital status during follow-up, comprising 
of date and cause of death, was obtained through national 
or regional mortality registries in their respective coun-
tries or through active follow-up [29]. The 10th revision 
of the International Statistical Classification of Diseases 
and Related Health Problems (ICD-10) was used to 
define cancer mortality (i.e. ICD C00-C97 as the underly-
ing cause of death) [30].

Statistical analysis
Missing data
Of the 308,497 participants included in the study, 
118,666 had missing values for at least one of the four 
HLI factors in either questionnaire. For these partici-
pants, we performed a multiple imputation by chained 
equation (MICE) by sex to iteratively impute the miss-
ing values, accounting for all HLI components and an a 
priori defined set of relevant covariates, i.e. age at follow-
up questionnaire, study centre, height, RII, time between 
questionnaires (log-transformed), time to event or cen-
sorship (log-transformed), baseline diet score, and the 
all-cause mortality outcome. Menopausal status and use 
of hormone replacement therapy were also included for 
women. Missing data for covariates (i.e. 3.6% participants 
missing RII, 2.1% women missing hormone use) were 
also imputed. A total of 15 imputed datasets were gener-
ated with 20 iterations per imputation.

Hazard ratios
Associations between HLI changes and mortality out-
comes were modelled with Cox proportional hazards 
regression using age as the underlying timescale, strati-
fied by sex, centre, and age at recruitment in one-year 

increments to estimate hazard ratios (HR) and 95% confi-
dence intervals (CI). Entry time was defined as age at fol-
low-up questionnaire, and exit time was the age of death 
or loss/end of follow-up, whichever occurred first. Mod-
els were adjusted for HLI at baseline, baseline diet score, 
height, RII, and log time difference between question-
naires. In models for women, menopausal status and use 
of hormone replacement therapy were also included. The 
assumption of proportional hazards of HLI change was 
tested by Schoenfeld residuals, using the complete case 
data (p = 0.58 for improving HLI p = 0.74 for worsening 
HLI). Nonlinearity was assessed using restricted cubic 
splines for continuous HLI change. The log-likelihood 
of models with a linear term for the HLI change with a 
model with the linear term and the terms of cubic spline 
of HLI change to χ2 distribution with three degrees of 
freedom.

Subgroup analyses were performed by sex, baseline HLI 
categories (high [HLI = 11–16], medium [HLI = 9–10], 
low [HLI = 0–8]), SEP (estimated by a dichotomous vari-
able representing the upper and lower 50th percentiles 
of RII, for low and high SEP, respectively), and smoking 
status (never vs current, removing the smoking compo-
nent from HLI), as well as by country. Interaction with 
sex, baseline HLI categories, SEP, smoking status, and age 
of change (estimated as the average age between baseline 
and follow-up assessments) was tested with likelihood 
ratio test comparing the log-likelihood of models with 
and without the interaction terms to a chi-square distri-
bution with degrees of freedom equal to the number of 
interaction terms. Analyses were performed on both the 
complete case dataset (results not shown) and the mul-
tiple imputation dataset. Parameter estimates from each 
imputed dataset were averaged out using the Rubin’s rule 
[31, 32] to account for uncertainty in the MICE.

As sensitivity analyses, the same models were fitted 
leaving out one HLI factor at a time to assess the contri-
butions of each factor to the overall association. In the 
leave-one-out sub-analysis, the composite HLI scores 
were recalculated as the sum of the three remaining HLI 
components (e.g. when leaving smoking out, the HLI 
score was recalculated as the sum of alcohol, BMI, and 
physical activity scores, for a total maximum score of 12), 
and the models were adjusted for that factor at follow-up. 
Change scores were then re-calculated in the same way 
as in the main analysis. To address potential reverse cau-
sation, we also assessed associations after excluding the 
first 2 and 5 years of follow-up.

Rate advancement period
Rate advancement period (RAP) estimates were used 
to measure the impact of HLI change on all-cause 
mortality by quantifying the time by which mortality 
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rates are advanced (or delayed) for participants with 
worsened (or improved) HLIs, compared to stable HLI 
[33, 34]. The methods of calculating RAP are described 
in detail elsewhere [34]. In brief, RAP estimates can be 
interpreted as the amount of time in years by which 
the rate of death is advanced amongst exposed indi-
viduals relative to unexposed individuals (e.g. RAP = 
1 means the exposed individual reaches the same level 
of risk as an unexposed individual 1 year sooner). Fol-
low-up time was used as the underlying time variable, 
with age at follow-up included as a covariate. RAP 
and respective 95% CI were estimated by dividing the 
log(HR) estimate for HLI change by the coefficient for 
age at follow-up.

Statistical tests were two-sided, and p-values < 0.05 
were considered statistically significant. Analyses were 
performed with the ‘survival’ package in R V4.1.3 [35] 
and the ‘mi’ package in Stata/SE 17.0 [36].

Results
Participant characteristics
A total of 308,497 study participants (219,347 women and 
89,150 men) were followed for a median (IQR) of 17.4 
(15.3–19.2) years (5,221,718 total person-years), starting 
from recruitment until death or loss to follow-up. 21,696 
deaths (8407 cancer-related) were documented (Table 1). 
Median (IQR) age at recruitment was 51.5 (45.5–57.6) 
years, and participants completed a follow-up question-
naire an average of 7.1 years after recruitment. Median 
(IQR) follow-up time between the second questionnaire 
and when participants exited the study was 9.6 (7.4–12.4) 
years. Overall, mean (SD) HLI change was 0.08 (2.06), 
with 41% improving (i.e. increasing HLI by more than 
one unit), 48% stable (i.e. HLI change within one unit), 
and 11% worsening (i.e. decreasing HLI by more than one 
unit). HLI changes were similar for men and women, but 
heterogeneous across countries (Fig. S2), with partici-
pants from Norway displaying the greatest negative mean 
(SD) change of − 0.98 (2.00) and participants from France 

Table 1 Characteristics of the study population at recruitment by HLI change categories

Continuous variables expressed as mean (standard deviation). Categorical variables expressed as n (%)

Categories of HLI change defined as: ‘Improve’ (> 1 unit difference), ‘Stable’ (within ± 1 unit), and ‘Worsen’ (< 1 unit) of HLI scores between follow-up and baseline

HLI change category

Improve Stable Worsen Overall

N 125,205 148,459 34,833 308,497
Person-years 2,168,143 2,489,234 564,341 5,221,718

All-cause deaths 8790 10,351 2555 21,696

Cancer deaths 3553 3961 893 8407

Age at recruitment [years] 51.7 (8.6) 51.2 (9.1) 50.5 (9.6) 51.3 (8.96)

Sex
 Female 88,807 (70.9%) 105,924 (71.3%) 24,616 (70.7%) 219,347 (71.1%)

 Male 36,398 (29.1%) 42,535 (28.7%) 10,217 (29.3%) 89,150 (28.9%)

Education
 None or primary 37,561 (30.0%) 43,629 (29.4%) 9254 (26.6%) 90,444 (29.3%)

 Technical/professional or secondary 53,652 (42.9%) 62,792 (42.3%) 15,879 (45.6%) 132,323 (42.9%)

 University or higher 32,012 (25.6%) 38,140 (25.7%) 8457 (24.3%) 78,609 (25.5%)

 Not specified 1980 (1.6%) 3898 (2.6%) 1243 (3.6%) 7121 (2.3%)

 BMI [kg/m2] 25.3 (4.32) 25.4 (4.19) 25.3 (3.66) 25.3 (4.19)

Smoking status
 Current 43,702 (34.9%) 34,808 (23.4%) 7175 (20.6%) 85,685 (27.8%)

 Former 31,363 (25.0%) 41,668 (28.1%) 11,543 (33.1%) 84,574 (27.4%)

 Never 50,140 (40.0%) 71,983 (48.5%) 16,115 (46.3%) 138,238 (44.8%)

 Alcohol intake [g/day] 12.4 (16.9) 12.4 (17.3) 12.8 (17.7) 12.4 (17.2)

 METS recreational and household activity 
weekly

78.7 (48.8) 83.2 (49.2) 85.2 (48.6) 81.7 (49.0)

HLI at baseline
 Low (0–8) 51,031 (40.8%) 28,129 (18.9%) 2848 (8.2%) 82,008 (26.6%)

 Medium (9–11) 51,264 (40.9%) 56,448 (38.0%) 10,896 (31.3%) 118,608 (38.4%)

 High (12–16) 22,910 (18.3%) 63,882 (43.0%) 21,089 (60.5%) 107,881 (35.0%)
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with the greatest positive mean change of 1.17 (2.36). 
This might partially be explained by the mean baseline 
HLI, which was higher in Norway (11.1) than France 
(9.6). Changes in HLI scores (i.e. high, 12–16; medium, 
9–11; low, 0–8) as well as for individual HLI component 
changes (score from 0 to 4) are shown in Sankey dia-
grams in Fig. S3. Country- and sex-specific HLI changes 
are shown in Fig. S4. Most changes in the positive direc-
tion were from smoking cessation, while most changes in 
the negative direction came from increased BMI. Base-
line HLI (by tertiles) was evenly distributed across SEP, 
and HLI changes did not differ substantially for high and 
low SEP.

HLI change and mortality risk
Results of the Cox regression model of HLI change on 
mortality, including subgroup analyses by sex, baseline 
HLI, SEP, and smoking status, are displayed in Fig. 2. A 
one-unit improvement in HLI was inversely associated 
with both all-cause and cancer mortality, with HR (95% 
CI) of 0.93 (0.93, 0.94) and 0.95 (0.94, 0.96), respectively. 

The associations observed were similar for men and 
women, and across subgroups. In the categorical analy-
sis, improving HLI by more than one unit was associ-
ated with lower all-cause (HR: 0.84; 95% CI: 0.81, 0.88) 
and cancer (0.87; 0.82, 0.92) mortality compared to those 
whose HLIs remained stable, and worsening HLI by more 
than one unit was associated with an increase in all-cause 
(1.26; 1.20, 1.33) and cancer (1.19; 1.09, 1.29) mortality. 
Stronger associations were observed for lower baseline 
HLI for the categorical analysis (all-cause mortality HR: 
1.31; 95% CI 1.17, 1.46 and HR: 0.83; 95% CI: 0.78, 0.88 
for worsening and improving HLI respectively, compared 
to stable, for low baseline HLI; all-cause mortality HR: 
1.25; 95% CI: 1.16, 1.34 and HR: 0.90; 95% CI: 0.83, 0.98 
for worsening and improving HLI respectively, compared 
to stable, for high baseline HLI), although these differ-
ences were not significant. The low SEP subgroup saw 
stronger associations than the high SEP subgroup when 
improving HLI by more than one unit, compared to sta-
ble (all-cause mortality HR: 0.80; 95% CI: 0.76, 0.85 for 
low SEP; all-cause mortality HR: 0.86; 95% CI: 0.81, 0.91 

Fig. 2 Forest plot of all‑cause and cancer mortality hazard ratios (and 95% confidence intervals and p‑values) for HLI change as continuous (per 
one‑unit HLI change) and categorical (improve, increasing HLI by more than one unit; stable, within a one‑unit change; worsen, decreasing HLI 
by more than one unit), overall and for subgroups, by sex, baseline HLI, socioeconomic position (SEP), and baseline smoking status
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for high SEP), while the high SEP subgroup had stronger 
associations when worsening HLI by more than one unit 
(all-cause mortality HR: 1.28; 95% CI: 1.20, 1.38 for high 
SEP; HR: 1.24; 95% CI: 1.16, 1.34 for low SEP), although 
these differences were not significant. No significant 
interactions were observed between HLI change and 
sex, baseline HLI, SEP, smoking status, or age of change. 
There were no substantial differences in associations 
across countries (Table S1) nor when considering other 
chronic conditions, such as cardiovascular disease or 
type-2 diabetes (results not shown). The same analyses 
were performed on complete cases and yielded similar 
results (results not shown).

Additionally, with complete cases, continuous HLI 
change was related to mortality HRs using natural cubic 
splines to assess linearity (Fig.  3). Despite the associa-
tions appearing linear by visual inspection, the models 
indicated departure from linearity for both all-cause and 
cancer mortality (p < 0.001).

To address the potential reverse causality of changes 
in HLI due to unknown underlying health conditions, 
we also assessed the associations excluding observations 
in the first 2 and 5 years after follow-up. Associations 
remained virtually unchanged with these exclusions (Fig. 
S5).

In the leave-one-out analyses, the associations between 
HLI change and mortality were modelled, omitting one 
of the four lifestyle components at a time (Fig. 4). Asso-
ciations between HLI change and all-cause mortality 
remained largely unchanged for all subgroups, except 
when omitting physical activity, where a positive asso-
ciation was observed with improving HLI, compared 
to stable (HR: 1.07; 95% CI: 1.03, 1.10). Associations 
between HLI change and cancer mortality were generally 

weakened towards the null when leaving out any one of 
the four components.

Associations between each of the HLI components and 
mortality were also assessed (Table S2). Improving alco-
hol score (i.e. decreasing alcohol intake) was positively 
associated with all-cause mortality (HR: 1.20; 95% CI: 
1.13, 1.29). Additionally, both worsening and improv-
ing BMI score was associated with increased all-cause 
mortality, compared to stable (worsening HR: 1.11; 95% 
CI: 1.06, 1.16; improving HR: 1.08; 95% CI: 1.03, 1.13). 
These positive associations weakened towards the null 
after excluding the first 5 years of follow-up (results not 
shown).

Rate advancement period
The impact of changing HLI on advancing the mortal-
ity rate was estimated through RAP, by sex and SEP 
(Table 2). A one-unit improvement in HLI corresponded 
to a − 0.50 (− 0.77, − 0.35) year RAP estimate. Compared 
to participants whose HLIs remained stable (within one 
unit) between baseline and follow-up, participants who 
improved their HLI by more than one unit had a − 1.19 
(−  2.32, −  0.65) year RAP; participants who worsened 
their HLI by more than one unit had a 1.62 (1.44, 1.96) 
year RAP.

Discussion
Using data from longitudinal assessments in the EPIC 
cohort, this study focused on the relationship between 
lifestyle changes and mortality during adulthood. 
Improving lifestyle behaviours was inversely associated 
with all-cause and cancer mortality, while worsening 
lifestyle behaviours was associated with increased mor-
tality. Lifestyle changes were measured as the difference 

Fig. 3 Cubic spline of all‑cause and cancer mortality hazard ratios  (HR1 95% CI) by HLI change between follow‑up and baseline assessments 
(complete case data). Histograms show the number of deaths
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between baseline and follow-up HLI, integrating infor-
mation on smoking status, alcohol intake, BMI, and phys-
ical activity. Improving HLI by more than one unit was 
associated with a 16% reduction in all-cause mortality 
and a 13% reduction in cancer mortality, compared to no 
change, while worsening HLI by more than one unit was 
associated with a 26% increase in all-cause mortality and 
an 19% increase in cancer mortality.

In this study, we investigated whether associations 
between HLI change and mortality differed by sex, HLI 
score at baseline, SEP, and smoking status. Although 

improving HLI, compared to a stable HLI, was slightly 
more strongly associated with all-cause mortality in 
women (HR: 0.82; 95% CI: 0.78, 0.86) than men (0.87; 
0.82, 0.91) and amongst participants with poor life-
style profiles at baseline (0.83; 0.78, 0.88) than for those 
with healthy lifestyles at baseline (0.90; 0.83, 0.98), the 
observed relationships were of similar magnitude by sex, 
by baseline HLI, amongst participants with low and high 
SEP, and by smoking status. Interestingly, changing HLI 
was inversely associated with cancer mortality amongst 
never smokers, but not amongst current smokers, once 

Fig. 4 Forest plot of all‑cause and cancer mortality hazard ratios (and 95% confidence intervals and p‑values) for HLI change, leaving out one 
component at a time

Table 2 Estimates of rate advancement period (RAP) for all‑cause mortality by HLI change overall and by sex and socioeconomic 
position (SEP) (multiple imputation data)

Categories of HLI change defined as: ‘Improve’ (> 1 unit difference), ‘Stable’ (within ± 1 unit), and ‘Worsen’ (< 1 unit) of HLI scores between follow-up and baseline

Person-years N Deaths RAP (95% CI) [years]

Continuous HLI change

Worsen vs. stable Improve vs. stable

Overall 5,221,718 308,497 21,696 − 0.50 (− 0.77, − 0.35) 1.62 (1.44, 1.96) − 1.19 (− 2.33, − 0.65)

Sex
 Female 3,746,404 219,347 10,787 − 0.55 (− 1.00, − 0.35) 1.84 (1.52, 2.76) − 1.40 (− 3.47, − 0.65)

 Male 1,475,314 89,150 10,909 − 0.46 (− 0.95, − 0.27) 1.42 (1.25, 1.90) − 1.06 (− 3.53, − 0.38)

SEP
 High 2,668,002 158,823 10,292 − 0.54 (− 1.21, − 0.30) 1.88 (1.50, 3.50) − 1.38 (− 6.13, − 0.47)

 Low 2,553,716 149,674 11,404 − 0.48 (− 0.83, − 0.31]) 1.47 (1.30, 1.86) − 1.10 (− 2.46, − 0.52)
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more highlighting the need for smokers to quit smoking 
[4].

In sensitivity analyses removing one component of the 
HLI score at a time, we found that associations of HLI 
change with all-cause mortality were generally weakened, 
and, after leaving out any one of the four components, 
HLI changes were not related to cancer mortality. These 
results suggest the importance of examining lifestyle fac-
tors jointly to quantify their impact on all-cause and can-
cer mortality.

Estimates of RAP were used to quantify the time 
dimension by which mortality is impacted by lifestyle 
changes. For this analysis, RAPs were computed for all-
cause and cancer mortality assuming a linear relationship 
with age [33]. Compared to stable HLI, worsening HLI by 
more than one unit anticipated the risk of death by 1.62 
(95% CI: 1.44, 1.96) years and improving HLI by more 
than one unit delayed the risk of death by 1.19 (0.65, 2.32) 
years. Caution must be used, however, in the interpre-
tation of RAPs as they are often misinterpreted as the 
difference in mean survival time or the time by which a 
survival curve is shifted between exposed and unexposed 
participants [34].

To the best of our knowledge, only three other studies 
have evaluated changes in lifestyle behaviours on mortal-
ity using longitudinal data from national-level cohorts 
[17–19]. In a cohort of over 50,000 Chinese participants, 
lifestyle trajectories, measuring smoking status, alcohol 
intake, physical activity, sedentary behaviours, and salt 
intake, were related to all-cause mortality [18]. Trajecto-
ries expressing improving and worsening lifestyles were 
inversely and positively associated with all-cause mortal-
ity, compared to a stable lifestyle, with HR (95% CI) of 
0.80 (0.70, 0.96) and 1.44 (1.13, 1.83), respectively. These 
associations were in line with the estimates of our study. 
In the Nurse’s Health Study (NHS) and the Health Profes-
sionals Follow-up Study (HPFS), trajectories of individual 
lifestyle factors (i.e. BMI, smoking status, diet, physical 
activity, alcohol intake) were evaluated separately in over 
85,000 participants in relation to all-cause mortality and 
longevity, defined as surviving to age 85 or older [17]. 
Maximum longevity and the lowest risk of death were 
achieved by participants who maintained a low-stable 
BMI, who had a medium-stable alcohol intake, had a 
medium-increase physical activity, who never smoked or 
who were light-smokers and quit smoking, and who had 
a high-increase pattern for diet quality. Compared to the 
healthiest profile, combining the trajectories of all indi-
vidual lifestyle factors, participants with the least healthy 
profile were 70% (95% CI: 68%, 71%) less likely to achieve 
longevity. Lastly, a study followed over 5000 Dutch adults 
over 5 years, collecting data on diet, physical activity, 
smoking status, and alcohol intake [19]. Each lifestyle 

behaviour was dichotomised (i.e. healthy, unhealthy) and 
summed to make a healthy lifestyle score; participants 
either improved, worsened, or remained stable. This 
study reported similar estimates to our own; however, 
improving lifestyle did not reach statistical significance 
whereas worsening did. We similarly found strong asso-
ciations with HLI change and mortality in those whose 
HLI score worsened.

In our study, analyses of the four HLI components 
separately showed that reducing alcohol intake was asso-
ciated with a 5% increase in the all-cause mortality HR 
per unit increase in the alcohol score from baseline to 
follow-up, while no associations were observed for can-
cer mortality. This result may be explained by the inverse 
association observed between alcohol intake and fatal 
coronary heart diseases [37]. In addition, an unknown 
proportion of participants who reduced their alcohol 
intake might have developed morbid conditions, ulti-
mately related to the occurrence of fatal events, by means 
of reverse causation. Indeed, when excluding the first 5 
years of follow-up, the all-cause mortality HR of increas-
ing alcohol consumption was not statistically significant 
(HR: 1.02; 95% CI: 0.99, 1.04). Additionally, improving 
and worsening BMI scores were positively associated 
with all-cause mortality, with HR (95% CI) of 1.08 (1.03, 
1.13) and 1.11 (1.06, 1.16), respectively, compared to 
maintaining stable BMI between baseline and follow-up. 
These findings support a U-shaped relationship between 
BMI changes and all-cause mortality, as observed previ-
ously [17, 38, 39]. A study on healthy lifestyle changes in 
a Chinese cohort observed an increased rate of all-cause 
mortality in participants whose BMIs either increased or 
decreased, compared to those whose BMIs remained sta-
ble [18].

This study has several strengths. It is the largest obser-
vational study using longitudinal data to relate combined 
multifactorial lifestyle changes to mortality. Drawing 
from a large-scale population-based prospective study 
with over 5 million person-years from over 300,000 par-
ticipants across multiple centres in 9 countries, this study 
exploited a large sample size to perform multiple strati-
fied analyses with sufficient statistical power. Addition-
ally, the use of a composite HLI score, rather than only 
investigating each individual component separately, 
allowed for a more representative analysis of lifestyle 
changes on mortality, as the ensemble of (healthier or 
unhealthier) lifestyle behaviours are often related to one 
another.

Our study also has limitations. Combining multiple 
lifestyle factors into a single score might mask relevant 
behavioural changes. For example, smoking cessation 
might be associated with weight gain, which may result as 
a net zero change in HLI score. Also, in the computation 
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of the HLI, each lifestyle component was given equal 
weight despite evidence supporting a stronger associa-
tion between smoking and mortality, than between BMI 
and mortality [40, 41].

As in all large-scale prospective studies, the collection 
and harmonisation of heterogenous data across multiple 
study centres is a challenge. At this time, we were una-
ble to include a dietary component in the HLI, despite 
its observed role in cancer mortality [12], as the har-
monisation of dietary data at follow-up in EPIC is cur-
rently underway. The HLI used in this study also does not 
include exposure information on potentially relevant life-
style factors, like sleep or stress, which may also play an 
important role in mortality [42, 43]. Additionally, to esti-
mate SEP, we calculated the RII based on education level, 
as this was the only common variable across the 23 study 
centres. Although RII has been shown to be strongly 
associated with mortality and cancer, even after account-
ing for lifestyle factors [44, 45], it remains a limited 
measure. A recent evaluation of the US NHANES and 
UK Biobank studied the associations of healthy lifestyle 
and SEP with mortality, which combined educational 
level, family income, occupation, and health insurance to 
measure SEP, and found stronger associations between 
healthy lifestyle and mortality were observed amongst 
low SEP participants of compared to high SEP partici-
pants in UK Biobank but not in US NHANES [22]. Addi-
tional metrics of SEP may bolster the initial findings of 
our present study.

Lastly, it is possible that some lifestyle changes meas-
ured in these assessments were either prone to measure-
ment error or were not made as a voluntary decision by 
study participants but rather in response to underlying 
health conditions. To address the role of unknown under-
lying health conditions, the first few years after expo-
sure assessments were excluded in a sensitivity analysis. 
Overall associations between HLI change and mortality 
remained virtually unchanged after these exclusions.

Conclusions
Using longitudinal data from a large European cohort, 
this study brings novel evidence on the benefits of adopt-
ing healthier lifestyle choices on all-cause and cancer 
mortality. Making healthier lifestyle changes in adulthood 
is associated with lower all-cause and cancer mortality 
as well as a delayed risk of death. Conversely, worsening 
lifestyle behaviours are associated with increased rates of 
mortality and an anticipated risk of death.

Abbreviations
BMI  Body mass index
CI  Confidence interval
EPIC  European Prospective Investigation into Cancer and Nutrition
HLI  Healthy lifestyle index
HR  Hazard ratio

HPFS  Health Professionals Follow‑up Study
IARC   International Agency for Research on Cancer
ICD  International Classification of Diseases
IQR  Interquartile range
MICE  Multiple imputation by chained equation
NHANES  National Health and Nutrition Examination Survey
NHS  Nurse’s Health Study
RAP  Rate advancement period
RII  Relative inequality index
SD  Standard deviation
SEP  Socio‑economic position

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s12916‑ 024‑ 03362‑7.

Additional file 1: Fig. S1. Calculation of the Healthy Lifestyle Index (HLI) 
score. Fig. S2. Country‑ and sex‑specific mean HLI change between 
follow‑up and baseline. Fig. S3. Sankey diagram for HLI categories show‑
ing HLI changes between baseline and follow‑up assessments, and for 
each HLI component. Fig. S4. Country‑specific HLI mean score difference 
between follow‑up and baseline overall and for each HLI component. 
Fig. S5. Forest plot of all‑cause and cancer mortality hazard ratios (and 
95% confidence intervals) for HLI change, excluding observations up to 
the first 2 and 5 years after follow‑up lifestyle questionnaire (washout). 
Table S1. All‑cause and cancer mortality hazard ratios (and 95% confi‑
dence intervals) for HLI change by country. Table S2. All‑cause and cancer 
mortality hazard ratios (and 95% confidence intervals) for HLI change by 
HLI component.

Acknowledgements
The authors thank Bertrand Hemon and Carine Biessy (IARC) for their work 
in data management and technical assistance. The authors additionally 
thank the National Institute for Public Health and the Environment (RIVM) in 
Bilthoven, Netherlands, for their contribution and ongoing support to the EPIC 
Study, as well as all the participants of the EPIC study for their cooperation in 
providing invaluable data.

Authors’ contributions
KM, VV, EB, GP, PF: conceptualisation of the study, primary data analyses, and 
drafting of the manuscript; CCD, AON, AO, AT, AE, FA, CM, RK, VK, MBS, EL, GM, 
VP, SP, RT, FR, JWGD, THN, TMS, KBB, JRQ, CCE, MJS, AAA, LC, MG, JM, STT, AH: 
providing original data, interpretation of results, manuscript reviewing and 
editing; MT, MG, EW, MJG, HF, ER, PF: study supervision. All authors read and 
approved the final manuscript.

Funding
This work was funded by the grant LIBERTY (AAP SHS‑E‑SP 2020, PI: P Ferrari) 
from the French Institut National du Cancer (INCa) as well as by the INCa 
award (SHSESP20‑071, IARC‑2020‑2024, PI: Pietro Ferrari). The coordination of 
EPIC is financially supported by the International Agency for Research on Can‑
cer (IARC) and by the Department of Epidemiology and Biostatistics, School 
of Public Health, Imperial College London, which has additional infrastructure 
support provided by the NIHR Imperial Biomedical Research Centre (BRC). 
The national cohorts are supported by the following: Danish Cancer Society 
(Denmark); Ligue Contre le Cancer, Institut Gustave Roussy, Mutuelle Générale 
de l’Education Nationale, Institut National de la Santé et de la Recherche Médi‑
cale (INSERM) (France); German Cancer Aid, German Cancer Research Center 
(DKFZ), German Institute of Human Nutrition Potsdam‑Rehbruecke (DIfE), 
Federal Ministry of Education and Research (BMBF) (Germany); Associazione 
Italiana per la Ricerca sul Cancro‑AIRC‑Italy, Compagnia di SanPaolo and 
National Research Council (Italy); Dutch Ministry of Public Health, Welfare and 
Sports (VWS), Netherlands Cancer Registry (NKR), LK Research Funds, Dutch 
Prevention ,Funds, Dutch ZON (Zorg Onderzoek Nederland), World Cancer 
Research Fund (WCRF), Statistics Netherlands (The Netherlands), National 
Institute for Public Health and the Environment (RIVM) (Bilthoven, Nether‑
lands); Health Research Fund (FIS) ‑ Instituto de Salud Carlos III (ISCIII), Regional 
Governments of Andalucía, Asturias, Basque Country, Murcia and Navarra, 

https://doi.org/10.1186/s12916-024-03362-7
https://doi.org/10.1186/s12916-024-03362-7


Page 11 of 12Matta et al. BMC Medicine          (2024) 22:210  

and the Catalan Institute of Oncology ‑ ICO (Spain); Swedish Cancer Society, 
Swedish Research Council and County Councils of Skåne and Västerbotten 
(Sweden); Cancer Research UK (14136 to EPIC‑Norfolk; C8221/A29017 to EPIC‑
Oxford), Medical Research Council (1000143 to EPIC‑Norfolk; MR/M012190/1 
to EPIC‑Oxford) (UK).

Availability of data and materials
Access to the EPIC data is governed by the EPIC access policy, as detailed in 
https:// epic. iarc. fr/ docs/ EPIC‑ Europe_ Acces sPoli cy_ 01Feb 2023. pdf. Please 
contact the corresponding author, Dr Pietro Ferrari, for more information.

Declarations

Ethics approval and consent to participate
All participants provided written informed consent to participate in the study. 
Ethical approval was obtained from the participating centres and the Inter‑
national Agency for Research on Cancer (IARC) ethics committee (reference 
number: IEC 24‑08). The EPIC cohort was conducted in accordance with the 
Declaration of Helsinki.

Consent for publication
Not applicable.

Competing interests
Marc J. Gunter is a member of the editorial board for BMC Medicine. The other 
authors declare no potential competing interests.

IARC disclaimer
Where authors are identified as personnel of the International Agency for 
Research on Cancer/World Health Organization, the authors alone are respon‑
sible for the views expressed in this article and they do not necessarily repre‑
sent the decisions, policy, or views of the International Agency for Research on 
Cancer /World Health Organization.

WHO Disclaimer
The opinions expressed in this article are those of the authors and do not 
necessarily reflect the views of the WHO, its representatives, or the countries 
they represent.

Author details
1 International Agency for Research on Cancer (IARC‑WHO), Lyon, France. 2 Can‑
cer Registry of Norway (Kreftregisteret), Oslo, Norway. 3 Department of Clinical 
Sciences and Community Health, University of Milan, Milan, Italy. 4 Department 
of Medical Epidemiology and Biostatistics, Karolinska Institutet, Stockholm, 
Sweden. 5 Department of Public Health, Aarhus University, Aarhus, Denmark. 
6 Danish Cancer Society Research Center, Copenhagen, Denmark. 7 Depart‑
ment of Public Health, University of Copenhagen, Copenhagen, Denmark. 
8 Inserm, Université Paris Saclay, Institut Gustave Roussy, Team Exposome, 
Heredity, Cancer and Health, CESP UMR 1018, 94807 Villejuif, France. 9 Division 
of Cancer Epidemiology, German Cancer Research Center (DKFZ), Heidel‑
berg, Germany. 10 Department of Molecular Epidemiology, German Institute 
of Human Nutrition Potsdam‑Rehbruecke, Nuthetal, Germany. 11 Institute 
of Nutritional Science, University of Potsdam, Nuthetal, Germany. 12 Ger‑
man Center for Diabetes Research (DZD), Neuherberg, Germany. 13 Institute 
for Cancer Research, Prevention and Clinical Network (ISPRO), Florence, Italy. 
14 Epidemiology and Prevention Unit, Fondazione IRCCS Istituto Nazionale dei 
Tumori di Milano, Milan, Italy. 15 Dipartimento di Medicina Clinica, Federico II 
University, Naples, Italy. 16 Hyblean Association for Epidemiological Research, 
AIRE ONLUS, Ragusa, Italy. 17 Centre for Biostatistics, Epidemiology, Depart‑
ment of Clinical and Biological Sciences, and Public Health (C‑BEPH), University 
of Turin, Turin, Italy. 18 Julius Center for Health Sciences and Primary Care, 
University Medical Center Utrecht, Utrecht University, Utrecht, The Nether‑
lands. 19 K.G. Jebsen Center for Genetic Epidemiology, Department of Public 
Health and Nursing, NTNU ‑ Norwegian University of Science and Technology, 
Trondheim, Norway. 20 Department of Community Medicine, UiT The Arctic 
University of Norway, Tromsø, Norway. 21 Public Health Directorate, Asturias, 
Spain. 22 Unit of Nutrition and Cancer, Catalan Institute of Oncology‑ICO, 
L’Hospitalet de Llobregat, Barcelona, Spain. 23 Nutrition and Cancer Group, 
Epidemiology, Public Health, Cancer Prevention and Palliative Care Program, 
Bellvitge Biomedical Research Institute‑IDIBELL, L’Hospitalet de Llobregat, 

Barcelona, Spain. 24 Escuela Andaluza de Salud Pública (EASP), 18011 Granada, 
Spain. 25 Instituto de Investigación Biosanitaria ibs.GRANADA, 18012 Granada, 
Spain. 26 Centro de Investigación Biomédica en Red de Epidemiología y Salud 
Pública (CIBERESP), 28029 Madrid, Spain. 27 Department of Preventive Medi‑
cine and Public Health, University of Granada, 18071 Granada, Spain. 28 Sub 
Directorate for Public Health and Addictions of Gipuzkoa, Ministry of Health 
of the Basque Government, San Sebastian, Spain. 29 Epidemiology of Chronic 
and Communicable Diseases Group, Biodonostia Health Research Institute, 
San Sebastián, Spain. 30 Department of Epidemiology, Murcia Regional Health 
Council, IMIB—Arrixaca, Murcia, Spain. 31 Department of Health and Social Sci‑
ences, University of Murcia, Murcia, Spain. 32 Instituto de Salud Pública y Labo‑
ral de Navarra, 31003 Pamplona, Spain. 33 Navarra Institute for Health Research 
(IdiSNA), 31008 Pamplona, Spain. 34 Department of Surgery, Skåne University 
Hospital Malmö, Lund University, Malmö, Sweden. 35 Nuffield Department 
of Population Health (NDPH), University of Oxford, Oxford, England. 36 School 
of Public Health, Imperial College London, London, UK. 37 L’Institut national de 
la santé et de la recherche médicale (Inserm), Paris, France. 38 Université Paris 
Descartes, Paris, France. 

Received: 19 July 2023   Accepted: 18 March 2024

References
 1. Murray CJL, Aravkin AY, Zheng P, Abbafati C, Abbas KM, Abbasi‑Kangevari 

M, et al. Global burden of 87 risk factors in 204 countries and territories, 
1990–2019: a systematic analysis for the Global Burden of Disease Study 
2019. The Lancet. 2020;396(10258):1223–49.

 2. World Health Organization. The top 10 causes of death. 2020. Avail‑
able from: https:// www. who. int/ news‑ room/ fact‑ sheets/ detail/ 
the‑ top‑ 10‑ causes‑ of‑ death

 3. Li Y, Pan A, Wang DD, Liu X, Dhana K, Franco OH, et al. Impact of healthy 
lifestyle factors on life expectancies in the US population. Circulation. 
2018;138(4):345–55.

 4. Muller DC, Murphy N, Johansson M, Ferrari P, Tsilidis KK, Boutron‑Ruault 
MC, et al. Modifiable causes of premature death in middle‑age in Western 
Europe: results from the EPIC cohort study. BMC Med. 2016;14:87.

 5. Aleksandrova K, Pischon T, Jenab M, Bueno‑de‑Mesquita HB, Fedirko V, 
Norat T, et al. Combined impact of healthy lifestyle factors on colorectal 
cancer: a large European cohort study. BMC Med. 2014;12(1):168.

 6. Hu P, Zheng M, Huang J, Fan HY, Fan CJ, Ruan HH, et al. Effect of healthy 
lifestyle index and lifestyle patterns on the risk of mortality: A commu‑
nity‑based cohort study. Front Med. 2022;9:920760.

 7. Chen SLF, Braaten T, Borch KB, Ferrari P, Sandanger TM, Nøst TH. Com‑
bined lifestyle behaviors and the incidence of common cancer types 
in the Norwegian Women and Cancer Study (NOWAC). Clin Epidemiol. 
2021;13:721–34.

 8. Naudin S, Viallon V, Hashim D, Freisling H, Jenab M, Weiderpass E, et al. 
Healthy lifestyle and the risk of pancreatic cancer in the EPIC study. Eur J 
Epidemiol. 2020;35(10):975–86.

 9. McKenzie F, Biessy C, Ferrari P, Freisling H, Rinaldi S, Chajès V, et al. Healthy 
lifestyle and risk of cancer in the European Prospective Investigation into 
Cancer and Nutrition cohort study. Medicine (Baltimore). 2016;95(16):e2850.

 10. Naudin S, Solans Margalef M, Saberi Hosnijeh F, Nieters A, Kyrø C, Tjønne‑
land A, et al. Healthy lifestyle and the risk of lymphoma in the European 
Prospective Investigation into Cancer and Nutrition study. Int J Cancer. 
2020;147(6):1649–56.

 11. Freisling H, Viallon V, Lennon H, Bagnardi V, Ricci C, Butterworth AS, et al. 
Lifestyle factors and risk of multimorbidity of cancer and cardiometabolic 
diseases: a multinational cohort study. BMC Med. 2020;18(1):5.

 12. Molina‑Montes E, Ubago‑Guisado E, Petrova D, Amiano P, Chirlaque MD, 
Agudo A, et al. The role of diet, alcohol, BMI, and physical activity in cancer 
mortality: summary findings of the EPIC study. Nutrients. 2021;13(12):4293.

 13. Loef M, Walach H. The combined effects of healthy lifestyle behaviors 
on all cause mortality: a systematic review and meta‑analysis. Prev Med. 
2012;55(3):163–70.

 14. Zhang YB, Pan XF, Chen J, Cao A, Zhang YG, Xia L, et al. Combined 
lifestyle factors, incident cancer, and cancer mortality: a systematic 
review and meta‑analysis of prospective cohort studies. Br J Cancer. 
2020;122(7):1085–93.

https://epic.iarc.fr/docs/EPIC-Europe_AccessPolicy_01Feb2023.pdf
https://www.who.int/news-room/fact-sheets/detail/the-top-10-causes-of-death
https://www.who.int/news-room/fact-sheets/detail/the-top-10-causes-of-death


Page 12 of 12Matta et al. BMC Medicine          (2024) 22:210 

 15. Botteri E, Peveri G, Berstad P, Bagnardi V, Chen SLF, Sandanger TM, 
et al. Changes in lifestyle and risk of colorectal cancer in the European 
Prospective Investigation into Cancer and Nutrition. Off J Am Coll Gastro‑
enterol ACG. 2023;118(4):702.

 16. Botteri E, Peveri G, Berstad P, Bagnardi V, Hoff G, Heath AK, et al. Lifestyle 
changes in middle age and risk of cancer: evidence from the European 
Prospective Investigation into Cancer and Nutrition. Eur J Epidemiol. 
2024; Available from: https:// doi. org/ 10. 1007/ s10654‑ 023‑ 01059‑4

 17. Ding M, Fitzmaurice GM, Arvizu M, Willett WC, Manson JE, Rexrode KM, 
et al. Associations between patterns of modifiable risk factors in mid‑life 
to late life and longevity: 36 year prospective cohort study. BMJ Med. 
2022;1(1):e000098.

 18. Ding X, Fang W, Yuan X, Seery S, Wu Y, Chen S, et al. Associations between 
healthy lifestyle trajectories and the incidence of cardiovascular disease 
with all‑cause mortality: a large, prospective. Chinese cohort study Front 
Cardiovasc Med. 2021;8:790497.

 19. Hulsegge G, Looman M, Smit HA, Daviglus ML, van der Schouw YT, 
Verschuren WMM. Lifestyle changes in young adulthood and middle age 
and risk of cardiovascular disease and all‑cause mortality: the Doet‑
inchem Cohort Study. J Am Heart Assoc. 2016;5(1):e002432.

 20. World Health Organization. Social determinants of health. Available from: 
https:// www. who. int/ health‑ topics/ social‑ deter minan ts‑ of‑ health

 21. Stringhini S, Carmeli C, Jokela M, Avendaño M, Muennig P, Guida F, et al. 
Socioeconomic status and the 25 × 25 risk factors as determinants of 
premature mortality: a multicohort study and meta‑analysis of 1·7 million 
men and women. The Lancet. 2017;389(10075):1229–37.

 22. Zhang YB, Chen C, Pan XF, Guo J, Li Y, Franco OH, et al. Associations 
of healthy lifestyle and socioeconomic status with mortality and 
incident cardiovascular disease: two prospective cohort studies. BMJ. 
2021;14(373):n604.

 23. Wingard DL. The sex differential in morbidity, mortality, and lifestyle. 
Annu Rev Public Health. 1984;5:433–58.

 24. Davis JS, Banfield E, Lee HY, Peng HL, Chang S, Wood AC. Lifestyle 
behavior patterns and mortality among adults in the NHANES 1988–1994 
population: a latent profile analysis. Prev Med. 2019;120:131–9.

 25. Oura P, Rissanen I, Junno JA, Harju T, Paananen M. Lifelong smoking tra‑
jectories of Northern Finns are characterized by sociodemographic and 
lifestyle differences in a 46‑year follow‑up. Sci Rep. 2020;10(1):16365.

 26. Riboli E, Hunt KJ, Slimani N, Ferrari P, Norat T, Fahey M, et al. European Pro‑
spective Investigation into Cancer and Nutrition (EPIC): study populations 
and data collection. Public Health Nutr. 2002;5(6B):1113–24.

 27. van Boeckel PGA, Boshuizen HC, Siersema PD, Vrieling A, Kunst AE, Ye W, 
et al. No association between educational level and pancreatic cancer 
incidence in the European Prospective Investigation into Cancer and 
Nutrition. Cancer Epidemiol. 2010;34(6):696–701.

 28. Cirera L, Huerta JM, Chirlaque MD, Overvad K, Lindström M, Regnér S, 
et al. Socioeconomic effect of education on pancreatic cancer risk in 
Western Europe: an update on the EPIC Cohorts Study. Cancer Epidemiol 
Biomarkers Prev. 2019;28(6):1089–92.

 29. Ferrari P, Licaj I, Muller DC, Kragh Andersen P, Johansson M, Boeing H, 
et al. Lifetime alcohol use and overall and cause‑specific mortality in 
the European Prospective Investigation into Cancer and nutrition (EPIC) 
study. BMJ Open. 2014;4(7):e005245–e005245.

 30. World Health Organization. ICD‑10: International Statistical Classification 
of Diseases and Related Health Problems: Tenth Revision. World Health 
Organization; 2004. Available from: https:// apps. who. int/ iris/ handle/ 
10665/ 42980

 31. Rubin DB, editor. Multiple imputation for nonresponse in surveys. Hobo‑
ken, NJ, USA: John Wiley & Sons, Inc.; 1987. (Wiley Series in Probability and 
Statistics). Available from: http://doi.wiley.com/https:// doi. org/ 10. 1002/ 
97804 70316 696

 32. White IR, Royston P, Wood AM. Multiple imputation using chained equa‑
tions: issues and guidance for practice. Stat Med. 2011;30(4):377–99.

 33. Brenner H, Gefeller O, Greenland S. Risk and rate advancement periods 
as measures of exposure impact on the occurrence of chronic diseases. 
Epidemiology. 1993;4(3):229–36.

 34. Discacciati A, Bellavia A, Orsini N, Greenland S. On the interpretation of 
risk and rate advancement periods. Int J Epidemiol. 2016;45(1):278–84.

 35. Team RC. R: A language and environment for statistical computing. 
Vienna, Austria: R: a language and environment for statistical computing; 
2019. Available from: https:// www.R‑ proje ct. org/

 36. StataCorp. Stata Statistical Software: Release 14. College Station, TX: 
StataCorp LP; 2019.

 37. Ricci C, Wood A, Muller D, Gunter MJ, Agudo A, Boeing H, et al. Alcohol 
intake in relation to non‑fatal and fatal coronary heart disease and stroke: 
EPIC‑CVD case‑cohort study. BMJ. 2018;361:k934.

 38. Xing Z, Pei J, Huang J, Peng X, Chen P, Hu X, et al. Weight change is associ‑
ated with increased all‑cause mortality and non‑cardiac mortality among 
patients with type 2 diabetes mellitus. Endocrine. 2019;64(1):82–9.

 39. Aune D, Sen A, Prasad M, Norat T, Janszky I, Tonstad S, et al. MI and 
all cause mortality systematic review and non‑linear dose‑response 
meta‑analysis of 230 cohort studies with 3.74 million deaths among 30.3 
million participants. BMJ. 2016;353:i2156.

 40. Choi SH, Stommel M, Ling J, Noonan D, Chung J. The impact of smoking 
and multiple health behaviors on all‑cause mortality. Behav Med Wash 
DC. 2022;48(1):10–7.

 41. Bhaskaran K, Dos‑Santos‑Silva I, Leon DA, Douglas IJ, Smeeth L. Associa‑
tion of BMI with overall and cause‑specific mortality: a population‑based 
cohort study of 3·6 million adults in the UK. Lancet Diabetes Endocrinol. 
2018;6(12):944–53.

 42. Tian F, Shen Q, Hu Y, Ye W, Valdimarsdóttir UA, Song H, et al. Association of 
stress‑related disorders with subsequent risk of all‑cause and cause‑spe‑
cific mortality: a population‑based and sibling‑controlled cohort study. 
Lancet Reg Health Eur. 2022;18:100402.

 43. Åkerstedt T, Ghilotti F, Grotta A, Zhao H, Adami HO, Trolle‑Lagerros Y, et al. 
Sleep duration and mortality ‑ does weekend sleep matter? J Sleep Res. 
2019;28(1):e12712.

 44. Gallo V, Mackenbach JP, Ezzati M, Menvielle G, Kunst AE, Rohrmann S, 
et al. Social inequalities and mortality in Europe – results from a large 
multi‑national cohort. Behrens T, editor. PloS One. 2012;7(7):e39013.

 45. Macciotta A, Catalano A, Giraudo MT, Weiderpass E, Ferrari P, Freisling 
H, et al. Mediating role of lifestyle behaviors in the association between 
education and cancer: results from the European Prospective Investiga‑
tion into Cancer and Nutrition. Cancer Epidemiol Biomark Prev Publ Am 
Assoc Cancer Res Cosponsored Am Soc Prev Oncol. 2023;32(1):132–40.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub‑
lished maps and institutional affiliations.

https://doi.org/10.1007/s10654-023-01059-4
https://www.who.int/health-topics/social-determinants-of-health
https://apps.who.int/iris/handle/10665/42980
https://apps.who.int/iris/handle/10665/42980
https://doi.org/10.1002/9780470316696
https://doi.org/10.1002/9780470316696
https://www.R-project.org/

	Healthy lifestyle change and all-cause and cancer mortality in the European Prospective Investigation into Cancer and Nutrition cohort
	Abstract 
	Background 
	Methods 
	Results 
	Conclusions 

	Background
	Methods
	Study population and design
	Exposure assessment
	Outcome assessment
	Statistical analysis
	Missing data
	Hazard ratios
	Rate advancement period


	Results
	Participant characteristics
	HLI change and mortality risk
	Rate advancement period

	Discussion
	Conclusions
	Acknowledgements
	References


