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Summary

Background New evidence has emerged that plastic polymers and their chemical additives, particularly di-2-
ethylhexylphthalate (DEHP), contribute to cardiovascular disease (CVD). Phthalates are commonly used in the
production of plastic materials and have been linked to increased oxidative stress, metabolic dysfunction, and
cardiovascular disease. Estimates of phthalate-attributable cardiovascular mortality have been made for the US, but
global estimates are needed to inform ongoing negotiations of a Global Plastics Treaty.

Methods Cardiovascular mortality data from the Institute for Health Metrics and Evaluation (IHME) and regional
DEHP exposure estimates from several sources were used to estimate burden. Hazard ratios of CV mortality were
calculated using published exposure estimates, and country-level cardiovascular mortality rates were used to calculate
excess deaths and years of life lost (YLL) due to DEHP exposure.

Findings In 2018, an estimated 356,238 deaths globally were attributed to DEHP exposure, representing 13.497% of
all cardiovascular deaths among individuals aged 55-64. Of these, 349,113 were attributed to the use of plastics.
Geographic disparities were evident, with South Asia and the Middle East suffering the greatest percentage of car-
diovascular deaths attributable to DEHP exposure (16.807%). The Middle East, South Asia, East Asia, and the Pacific
accounted for the largest shares of DEHP-attributable CVD deaths (73.163%). Globally, DEHP resulted in 10.473
million YLL.

Interpretation Plastics pose a significant risk to increased cardiovascular mortality, disproportionately impacting
regions which have developing plastic production sectors. The findings underscore the need for urgent global and
local regulatory interventions to kerb mortality from DEHP exposure.
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risk factors,” including high blood pressure, elevated
cholesterol, obesity, unhealthy diet and physical activity,”
smoking,® second-hand smoke exposure,” outdoor air
pollution,* and heavy metal exposures.”'

Introduction

Cardiovascular disease (CVD) has been the leading
cause of death in the United States of America (US)
since 1921," and in 2011, the UN formally recognised

CVD as a major global health concern.” The decline in
CVD morbidity and mortality arguably represents one of
the major public health victories over the past fifty years.
Deaths rates from CVD have declined by 60% since
1950 and age-adjusted death rates attributable to CVD
have decreased by 4.7% from 2010 to 2020."* These hard
fought gains can be credited to efforts to address key

Despite this effort, the epidemic of CVD remains a
global health threat that leads to premature and pre-
ventable deaths. CVD death rates have recently trended
upward, with age-standardised CVD mortality
increasing between 2015 and 2022." Over one billion
people are affected by CVD, which was responsible for
more than 17 million deaths in 2019—nearly one-third
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Research in context

Evidence before this study

Before undertaking this study, a comprehensive review of the
literature was conducted using several databases, including
Web of Science and PubMed. Studies that related to the
health impacts of phthalates were examined, specifically di-2-
ethylhexylphthalate (DEHP), with search terms such as
“DEHP,” “phthalates,” “cardiovascular disease,”
“cardiovascular”, "mortality,” “plastic,” and “exposure.” The
existing evidence consistently linked DEHP exposure to
metabolic disturbances, oxidative stress, and cardiovascular
events, but no global estimate of cardiovascular disease
mortality attributable to DEHP exposure had been calculated.
No pooled analyses had yet quantified the worldwide burden
of DEHP exposure on cardiovascular mortality.

n o

Added value of this study

Our study provides, to the best of our knowledge, a previously
unknown global estimation of the burden of cardiovascular
mortality attributable to DEHP exposure. The present disease
burden model not only quantifies DEHP-related cardiovascular
deaths but also highlights significant geographic disparities,
showing that regions such as Africa, the Middle East, and
South Asia bear the highest burden of DEHP-attributable
deaths. By focussing on plastic production, consumption, and
disposal our findings demonstrate the wide-reaching public

of all deaths worldwide."? This reflects global population
growth and a growing ageing population, as well as
contribution from preventable metabolic behavioural
and emerging environmental risks, which pose new
global challenges in reducing CVD risk.'*"*

The past decade has presented a new and previously
unrecognised risk for CVD: exposure to plastic polymers
and their chemical additives. Of particular concern are
phthalates, particularly one class of phthalates di-2-
ethylhexylphthalate (DEHP), which are used to soften
polyvinylchloride (PVC) plastics. DEHP is used in this
disease burden model to estimate cardiovascular (CV)
burden because it is one of the most widely used and
studied phthalates, with extensive human exposure
leading to robust data from regional biomonitoring
surveys and epidemiological studies in comparison to
other phthalates." In addition to data availability, strong
epidemiological and mechanistic evidence links DEHP
to adverse CV outcomes. DEHP and other phthalates are
antiandrogens,” increase expression of peroxisome-
proliferator activated receptors crucial for lipid and
carbohydrate metabolism,**' and are oxidative
stressors.?>?* Cohort studies have identified phthalates to
be associated with weight gain,* incident diabetes,?*
accelerated atherosclerosis,”** and CVD mortality.”
Studies of human specimens have also detected micro-
and nano plastics (MNP), which possibly act as physical
irritants to the body, similar to the physical effects of

health implications of DEHP exposure and how plastic-related
chemicals disproportionately impact countries on the Asian
continent. This study provides crucial data that can inform
regulatory interventions and global policy discussions on
plastic pollution and chemical exposure, offering new
understanding of the environmental contributions to
cardiovascular mortality.

Implications of all the available evidence

The combined evidence from this study and previous research
underscores the need for urgent global policy interventions
aimed at reducing exposure to phthalates like DEHP,
particularly in countries with high plastic production and
consumption as well as ageing populations. Our findings
reveal that plastic-related chemicals significantly contribute to
cardiovascular mortality in the 55-64 age group, highlighting
an under-recognised but critical environmental health issue.
The global burden of DEHP exposure, especially in vulnerable
populations, calls for immediate regulatory action to mitigate
these risks. Reducing phthalate exposure through regulatory
interventions could lead to a significant decrease in global
cardiovascular mortality, particularly in regions facing the
greatest burden of cardiovascular disease from DEHP. Future
research and monitoring of environmental exposures to
phthalates is needed across most of the world.

particulate matter in air,”> and enhance delivery of
phthalates and other toxic chemicals, just as nano-
particles are widely used for targeted delivery of phar-
maceuticals to cells for direct benefit.* MNPs can also
accumulate phthalates and other chemicals not
routinely used in their manufacture’**” A recent
observational cohort of endarterectomy patients identi-
fied increases in the composite of myocardial infarction,
stroke and death with presence of microplastics
measured in carotid artery plaque,’® though challenges
in MNP research remain, including distinguishing true
microplastics from artefacts, isolating their effects from
diffused polymers, and determining the impact of par-
ticle size.

These studies highlight an evolving cardiovascular
risk factor landscape that present new global health
challenges but also offer opportunities for improving
the prevention of CVD globally. By recognising
emerging environmental risk factors posed by plastic
exposure and reducing the production and consumption
of plastic, new interventions have successfully reduced
phthalate exposure in low-as well as high-income sub-
populations.”* In the US, a previous investigation
estimated that 50,200 CVD deaths were attributed
to 2008 levels of DEHP.” The concentrations of
four DEHP metabolites mono (2-ethylhexyl)
phthalate (MEHP), mono (2-ethyl-5-hydroxyhexyl)
phthalate (MEHHP), mono (2-ethyl-5-carboxypentyl)
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phthalate (MECPP), and mono (2-ethyl-5-oxohexyl)
phthalate (MEOHP) have been detected almost ubiqui-
tously in all countries around the world, regardless of
characteristics of the region.'*

In February 2022, the UN Environment Assembly
announced plans to negotiate an internationally legal
binding instrument to end plastic pollution.” As nego-
tiations have ensued, petrochemical-producing coun-
tries have resisted efforts to kerb plastic production and
consumption, arguing that there are few health effects
of chemicals used in plastic. To inform ongoing nego-
tiations, this study therefore leveraged existing data on
phthalate exposure to create a global disease burden
model which estimates the country-specific burden of
CVD mortality linked to DEHP, and specifically those
attributable to plastic production and consumption.

Methods

Study population

All countries recognised by the World Bank were orig-
inally considered by this analysis. To be included in the
analytic sample for this study, it was necessary that
values for World Bank 2018 population estimates for
55—64-year-olds and Institute for Health Metrics and
Evaluation (IHME) cardiovascular mortality rates be
publicly available for each country. If these data were not
available for a country they were excluded. A list of all
countries or territories included (n = 200) as well as
their UN standardised geographic regions, CV
mortality rates, and population size can be found in
Supplement 1.

Measurement/estimation of phthalate metabolites
Four DEHP metabolites of interest were identified:
MEHP, MEHHP, MEOHP, and MECPP. This analysis
relied on estimates from a previous investigation on
global phthalate exposures. Concentrations of phthalate
exposure for 5 global areas were estimated in Acevedo
et al.,'”* which estimated DEHP metabolite concentra-
tions in areas of the world that suffer from lack of
centralised or publicly available data on chemical expo-
sures. The team performed a systematic review and
meta-analysis including data from studies on phthalate
exposures from different regions across the globe
broadly covering Australia, Eastern Asia and the Pacific,
The Middle East and South Asia, Latin America, and
Africa. The researchers utilised a mixed-effects regres-
sion model to examine phthalate metabolite concentra-
tions across time. A regression model weighted for
study-specific standard error was used to quantify the
change in phthalate metabolite concentrations after
controlling for potential modifiers such as age group,
region, and pregnancy status. The analysis was further
stratified by region to investigate the regional trends in
phthalate metabolite exposure over time. The team
further conducted a covariate-adjusted meta-regression
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by including the quadratic term for time (time?) in the
models. The results of this analysis were pooled mean
concentration and 95% CI for each phthalate metabolite
by region, and projected mean and standard deviation of
phthalate metabolite concentrations across five periods,
including 2008. These projected mean concentrations
were produced for the 10th, 25th, 50th, 75th, and 90th
percentiles of exposure, and values from 2008 were used
in the present analysis. Details of analytic procedures
used to estimate phthalate exposure percentiles in 2008
can be found in the methods of Acevedo et al., 2025." In
this systematic review, there was not sufficient evidence
to calculate regional concentrations of MEHP for
Australia. For the development of the present disease
burden model, MEHP concentrations for Australia were
therefore estimated by calculating the ratio of average
global MEOHP concentrations to global MEHP con-
centrations excluding Australia and then multiplying
this ratio by the concentration of MEOHP in Australia to
impute regional estimates for each population quantile.

Based on the UN statistics division standardised
country geographic regions,* the percentiles of phtha-
late concentrations from Acevedo et al., 2025 were
assigned to eligible countries included in this analysis.'*
Per the UN classification, Latin America and the
Caribbean were classified as Latin America. Northern
Africa and Sub-Saharan Africa per UN classification was
classified as Africa. Central Asia, Eastern Asia, and
South-Eastern Asia per UN classification were classified
as Eastern Asia and the Pacific (Asia-EPA). Southern
Asia & Western Asia per UN classification were classi-
fied as the Middle East and South Asia (Asia-MESA).
Lastly, Australia was considered its own region while
New Zealand, and countries in the sub-regions of Mel-
anesia, Micronesia, and Polynesia were classified as
Asia-EPA.

For those regions which do have robust population
surveys that allow for measurements of estimates of
DEHP metabolites, DEHP exposure data was collected
directly from study records. MEHP, MEHHP, MEOHP,
and MECPP concentrations for Canada, the US, Europe,
and any associated territories were sourced from the
Canadian Health Measures Survey (CHMS) Bio-
monitoring Dashboard,* the USA’s National Health and
Nutrition Examination Survey (NHANES),” and the
European Consortium to Perform Human Bio-
monitoring on a European Scale (COPHES)/DEMO-
COPHES (its pilot study of feasibility) project’s
European Human Biomonitoring Dashboard, respec-
tively.** When analysing biomonitoring survey data,
exposure data for all age groups, both sexes, and unad-
justed for creatinine and specific gravity was utilised.
NHANES is publicly available, and study staff utilised
laboratory data from the 2007-2008 cycle available on
the Centres for Disease Control and Prevention National
Centre for Health Statistics NHANES webpage. Data
from COPHES/DEMCOPHES had to be requested
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from the European Institute for Technological
Research’s European Human Biomonitoring Dash-
board, as not all data was available on public webpages.
COPHES/DEMCOPHES data from 2008 was requested.
CHMS data from cycle 1 (2007-2009) was utilised.
When analysing the data from European countries,
available median values and standard deviations from
country-level samples were utilised to calculate a stan-
dard error-weighted regression model in order to esti-
mate regional metabolite concentrations, a method
adapted from previous efforts to incorporate heteroge-
neity of effects.”” Once beta coefficients were obtained,
concentration estimates at the 10th, 25th, 50th, 75th,
and 95th percentiles were computed using the inverse
of the normal cumulative distribution for the mean and
standard deviation between 2007 and 2009. Measures to
obtain percentiles of DEHP exposure in Europe were
completed in STATA (version 16.0). Data on all metab-
olites and percentiles of exposure in 2008 from the
Canadian Biomonitoring Dashboard was requested
from Health Canada. The CHMS did not gather data on
MECPP in cycle 1. MECPP concentrations for Canada
was therefore estimated by calculating the ratio of
average global MEOHP concentrations to global MECPP
concentrations excluding Canada and then multiplying
this ratio by the concentration of MEOHP in Canada to
impute regional estimates for each population quantile.
For the United States, standard NHANES sample
weights were utilised to calculate the percentiles of
exposure in the US population in 2008. Estimated and
exact DEHP metabolite concentrations for each world
region can be found in Supplement 2.

Estimating hazard for cardiovascular mortality due
to DEHP

Throughout all calculations, non-rounded (exact)
numbers were utilised. Tables and Supplemental
Materials reported in this analysis report rounded
values for simplicity.

In methodological alignment with previous studies,*’
exposures were assessed for the year 2008, and mortality
outcomes were evaluated for the year 2018, resulting in
a ten-year lag between exposure measurement and the
observed outcome. To estimate the number of CVD-
related excess mortality and number of years of life
lost in 2018 due to phthalate exposure in 2008, it was
first necessary to calculate the hazard ratio of CV mor-
tality due to phthalate exposure.

Once global estimates of concentrations of four
phthalate metabolites were obtained, each compound’s
concentration was divided by its molecular weight (g/
mol) and then added together. Then to weight all con-
centrations to MEHP, this summed molar mass was
further multiplied by the molecular weight of MEHP to
create an MEHP equivalent ng/mL. In the end, this
value (concentration in nanogrammes of metabolite per
millilitre) was further divided by the molecular weight of

MEHP to calculate the final molar concentration value
of nanomole (nmol) of phthalate metabolite per mL.

To calculate hazard ratios for CV mortality across
different quantiles, values were extrapolated from Tra-
sande et al., 2022.* This study linked phthalate metab-
olite measurements in urine from the US National
Health and Nutrition Examination Survey 2001-2010
data for 55-64 year olds to the National Death Index
through the end of 2015, to assess hazard ratios for
mortality observed ten years after the exposure period.
In multivariable models in this analysis, the hazard ratio
for continuously measured, log transformed DEHP
metabolite concentration was 1.10 (95% CI 1.03-1.19),
with a median exposure level in the first tertile of 0.05
(HR of 1.0, as the reference group). No effects were
therefore assumed below 0.05 pmol/L.

To calculate the HR for CV mortality due to
phthalate exposure different quantiles, if the concen-
tration of a given metabolite was less than a threshold
of 0.05 ng per mL, this hazard ratio was set to 1, and
effect was therefore not estimated for values lower
than this threshold. If the calculated value exceeded
0.05, the hazard ratio for CV mortality for each
phthalate exposure quantile in each region was esti-
mated:

ln("m"l per ’”LRegion,Qumile)
005

HRRegion, Quantile = 1.10

Estimated hazard ratios for ten-year CV mortality for
each world region can be found in Supplement 3.

Mortality data
IHME Global Burden of Disease (GBD) country-level
CV mortality rates (CVMR) were used to estimate
baseline CV mortality rates in each country in this
analysis.”® To obtain the dataset, the IHME global health
index VizHub results tool was searched for “GBD Esti-
mate: Cause of Death or Injury,” “Measure: Deaths and
YLLs (Years of Life Lost),” “Cause: Cardiovascular Dis-
eases,” “Location: Select all countries and territories,”
“Age: 55-59 years and 60-64 years,” “Sex: Both,” and
“Year: 2021”. This dataset includes estimated number of
deaths of 55-64-year-olds from CVD in 2018 in each
country. For this analysis, the mean of rates per 100,000
in 55-69-year-olds and 60-64-year-olds were calculated
to arrive at one CV mortality rate per country. Details on
data input sources and information on how the IHME
produces population estimates can be found in docu-
mentation for the Global Burden of Diseases study.*
Country and territory population estimates from the
World Bank were used to estimate the population size of
each country.” In order to obtain this dataset, the World
Bank Group online Population estimates and pro-
jections databank was searched, and fields specified
were “Database: World Development Indicators,”
“Country: All Countries,” “Series: Population ages
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55-59, female, Population ages 55-59, male, Popula-
tion 60—64, female, and Population 60-64, male,” and
“Time: 2018”. This dataset includes population esti-
mates for each country, disaggregated by gender and
age group (55-59 and 60-64) for 2018. Values for both
sexes and age groups were added together by country
or territory to compute a country or territory-specific
population count of 55-64-year-olds. The age group
was restricted to 55-64 years to maintain consistency
with the primary investigation on which this study is
based,’’ ensuring alignment with the data used to
extrapolate the Hazard Ratio calculation in the present
analysis.

Calculation of population attributable deaths due to DEHP
exposure

To calculate the excess CV mortality rate due to phtha-
late exposure for each country or territory, the popula-
tion attributable fraction was used, which is defined as
the proportional increase in the number of deaths with
an increase in the risk factor or exposure:®

excess CVMR
= ((HRregion,quantile_]-) / HRregion,quantile) * CVMRcountry

HR was considered to be the hazard ratio for CV
mortality due to phthalate exposure for each world region
for which phthalate exposures for 2008 was estimated, and
CVMR was considered to be the baseline IHME-estimated
country-specific CV mortality for 55-64-year-olds.

Next, baseline number of CVD-related deaths &
excess number of CV-related deaths (phthalate-attribut-
able deaths) in each country were calculated through the
following procedure:

Baseline number of CV deaths
= CVMR ountry * Population estimatecountry

Excess deaths = excess CVMR country,quantile

# (Population estimate * quantile size)

The population estimates used for these calculations
were derived from the World Bank’s 2018 data for in-
dividuals aged 55-64. Quantiles represented the distri-
bution of the population at specific levels of phthalate
exposure, enabling hazard ratios to be applied selectively
to specific population segments based on their exposure
quantile. The lowest 10th of the population in phthalate
exposure was considered a control group and values
were not calculated for this percentile of the population.
In these analyses, the 10th percentile phthalate exposure
was applied to the 11th-25th percentile of country-level
populations, 25th to the 26-50th, 50th to the 51-75th,
75th to the 76th-95th, and 95th to the 96th-100th
percentile of country-level populations. Once number of
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excess deaths was calculated for each percentile, this
total was summed to result in the total number of deaths
across the population in entirety.

Lastly, percent excess mortality due to DEHP was
calculated:

% excess mortality

excess number of CV deaths oungy, quantile
= i : % 100%
baseline number of CV deaths quny, quantile

Baseline number of deaths was standardised to the
aforementioned quantiles, with percent excess mortality
for any given exposure group being calculated from the
same percent of the overall population.

Calculation of excess cardiovascular-related years of life lost
due to phthalate exposure

YLL (premature mortality measured in years) was
calculated by using the IHME’s years life lost to CVD
measures. The IHME calculates cause-specific YLL by
multiplying CV deaths by the standard life expectancy at
the age of death in a given area, where this life expec-
tancy is derived from a life table that records the lowest
observed mortality rate at each age in populations
exceeding 5 million. For the purposes of this analysis,
excess YLL due to phthalate exposure (phthalate attrib-
utable YLL) was calculated in the following manner:

Phthalate YLLcountry,quantile =% excess CVM Rcountry,quantile
# CVD YLLcounuy * size of quantile

Percent increase in years of life lost was calculated as
the following:

% excess YLL

excess number of YLLcountry,quantite

= * 1009
(Baseline number of CVr YLLCOWWWMW) %

Estimates of attributable mortality due to plastics
In order to quantify attributable mortality due to the
percentage of DEHP exposure that come from plastics,
the attributable phthalate deaths and YLL for each
quantile of exposure were multiplied by the approximate
percentage of DEHP that come from plastics, estimated
by Trasande et al., 2024.*" In this investigation, a plastics-
related fraction of 98% (sensitivity analyses applied a
range of 96-99%) was utilised for DEHP metabolites.

Worked example: estimation of excess
cardiovascular (CV) deaths in India due to
phthalate exposure

In this working example, the number of excess cardio-
vascular (CV) deaths in India was calculated using avail-
able data for the 95th quantile of phthalate exposure.
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Attributable deaths (Step 1). IHME cardiovascular mortality
data

+ CV mortality for ages 55-59: 490.966305 per 100,000
individuals, which equates to a mortality rate of
0.00490966305.

« CV mortality for ages 60-64: 696.0470472 per
100,000 individuals, equating to a mortality rate of
0.006960470472.

» Mean CV mortality rate: (0.00490966305 +
0.006960470472)/2 = 0.00593506676

Attributable deaths (Step 2). Hazard ratios

First, the concentration at the 95th percentile for each
phthalate was processed as per section 2.3 to get a final
nmol per mL DEHP metabolite concentration:

30.01437 , 62.47058  39.99131 55.91116
(278.34 + 294.34 + 292.33 + 308.33)*278’34

=0.63821
278.34

The hazard ratio was calculated as 1.274713 using
the formula below:

0.63821
l"( 0.05 )

HR=1.10

Attributable deaths (Step 3). Calculation of excess
cardiovascular mortality rate (CVMR)

The excess CVMR due to phthalate exposure was
calculated as follows:

(1.274713-1)

MR =
excess CV ( 1.274713

) * 0.00593506676

=0.00127906438

Attributable deaths Step 4. Population data

Using the World Bank population estimates, the total
population in India in 2008 for both age groups (55-64)
and genders was calculated as 103,846,506.

Attributable deaths (Step 5). Baseline cardiovascular deaths
The baseline number of CV deaths was calculated using
the mean CV mortality rate:

Baseline CV Deaths
=0.00593506676x 103, 846, 506 = 616, 335.945903

Additionally, 5% of this baseline death was calculated
in order to calculate the expected number of CV deaths
above the 95th percentile:

616, 335.945903 x 0.05 = 30816.79729

Finally, the excess number of CV deaths due to
phthalate exposure was determined as follows:

Excess CV deaths
=0.00127906438 x (103, 846, 506 x 0.05) = 6, 641.3183406

Calculating attributable YLL

Phthalate attributable YLL untry,quantile
=0.215510230089221 * 17280928.49 % 0.05
= 186, 210.843752

Sensitivity analyses

To assess the impact of multiple variables in modelling
on the results obtained, a series of sensitivity analyses
were performed. Alternate estimates of excess YLL due
to DEHP exposure were computed using an alternate
dataset of the World Health Organization life expectancy
at 60, which is generic to the entire population and not
specific to those with CVD. Data was downloaded
directly from the World Health Organization Global
Health Observatory Indicators: Life expectancy at 60
(vears) webpage. Both genders and all countries were
included in this dataset.

In order to run sensitivity on model selection for the
generation of estimated phthalate concentrations in
global regions without robust population estimates of
exposure, alongside the linear estimations, percentiles
of phthalate exposure derived from the quadratic model
used by Acevedo et al., 2025 were applied to estimate
metabolite concentrations.'*

Finally, the range of plastic attributable fractions for
DEHP exposure obtained by Trasande et al., 2024 was
utilised to calculate a range for the number of deaths
and years life lost inclusive of the true plastics related
fraction of disease burden.*

Ethics

This investigation is a global burden model which only
uses summary-level data; therefore, no ethical
approval for human subject research was required.
The principal investigator signed a New York Uni-
versity School of Medicine Institutional Review Board
attestation form documenting the nature of the
research activity conducted as research not involving
humans.

Statistics

All analytical methods used in this disease burden
model have been described in detail. No inferential
statistical comparisons were conducted, and only
descriptive statistics were calculated and reported.
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Exposure to MEHP, MEHHP,

Funding sources for this study had no role in study
design; collection, analysis, and interpretation of data;

DEHP exposures in 2008 varied greatly among
world region (Supplement 2). In the case of MEHP,

Geographic disparities in DEHP-attributable CV
mortality were notable, with the Middle East and South
Asia accounting for 41.678-41.699% of all DEHP-
related CV deaths (148,474-148,699 deaths) world-
wide (Table 1, Supplement 4). East Asia and the Pacific
also experienced notable mortality, with an estimated

writing of the report; and decision to submit the paper

for publication.
From the main estimates calculated in this analysis, a

total of 356,238 deaths due to DEHP exposure were
MEOHP, and MECPP contributed 13.497% of all CV
deaths in 2018 worldwide, with plastics contributing
98% of these deaths, comprising 13.227% of all CV

deaths globally. Sensitivity analyses revealed the actual
tween 356,238 and 356,602 deaths (13.497-13.511% of
CV deaths globally), with 349,113-349,469 deaths
(13.227-13.241% of CV deaths globally) due to plastic
production, consumption, and waste in 2008.

of 46.107 pmol/L, in this case closely followed by Af-

rica, with an average exposure of 43.199 pmol/L. The
lowest exposure levels for MEHHP were found in

Europe (18.413 pmol/L). A similar pattern is seen in
MEOHP, where levels are highest in the Middle East

and South Asia (26.193 pmol/L) and lowest in Europe
tabolites, the Middle East, South Asia, and Africa bore
the most exposure burden, and Europe consistently
had comparably low exposures. A detailed breakdown
of regional estimated exposures to each chemical and
excess 111,871-112,160 deaths due to DEHP exposure

identified (Table 1), of which over 349,000 were plastic-
range of DEHP-attributable mortality to likely be be-
the Middle East and South Asia led in exposure with a
percentile weighted average exposure of 19.460 pmol/
L, while the lowest region in terms of exposure,
Europe, had a weighted-average of only 3.243 pmol/L,
representing an approximate 6-fold decrease. The
highest MEHHP exposure was again found in the
Middle East and South Asia, with an average exposure
(11.935 pmol/L). A slight variation in concentration of
MECPP was found, with the highest concentration of
65.452 pmol/L in Africa outstripping all other regions,
while the lowest levels were again in Europe
(15.304 pmol/L). Overall, across all four DEHP me-
methods for calculating percentile weighted average
exposures can be found in Supplement 2.

(Table 1, Supplement 4), accounting for 31.399-
31.485% of all DEHP-related CV deaths. This suggests
that approximately 73.098-73.163% of all global deaths

Role of funders
attributable deaths.

Results
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from DEHP in 2018 occurred in the continent of Asia
(Fig. 1a). These trends were driven by these regions’
large population sizes within the 55-64-year-old age
group. South Asia and the Middle East had the highest
percentage of CV deaths attributable to DEHP exposure
(an average of 16.807%), followed by Latin America
(13.500%), East Asia and the Pacific (13.001%), Canada
(12.669%), Australia (12.144%), and Africa (11.844%),
indicating a disproportionate burden of disease on these
areas (Table 1, Fig. 1b). In comparison, lower percent
attributable mortality was found in USA (10.421%) and
Europe (8.374%) (Table 1, Fig. 1b). With a range of
around 8 percentage points, there is a large disparity in
cardiovascular burden due to differences in DEHP
exposure between different areas of the world. Overall,
regions containing a higher proportion of populations
from low- and middle-income countries bear the brunt
of this burden while regions containing more
high-income countries face less exposure to DEHP, and
thus less attributable mortality. However, this trend is
not seen universally and each regions’ profile of expo-
sure between population percentiles and population size

of 55-64-year-olds determines the level of risk of excess
CV mortality.

Within regions, countries with large ageing pop-
ulations such as India, China, and Indonesia experi-
enced the highest numbers of DEHP-attributable
deaths, with estimated mortality figures of 103,587,
60,937, and 19,761, respectively. Complete country-level
estimates for DEHP-attributable deaths and YLL can be
found in Supplement 5. However, when adjusting for
population size, even very populous countries within
this age group differ greatly in burden depending on
region. From the aforementioned countries alone,
China (with 157,232,453 individuals aged 55-64 in
2018) experienced 60,937 deaths due to DEHP expo-
sure, while India, with a population of approximately
103,846,506 people aged 55-64 (approximately 66% the
size of China’s) experienced 103,587 deaths, approxi-
mately 70% more than China (Supplement 1,
Supplement 5).

Globally, DEHP exposure resulted in a total of over
10.473 million YLL among individuals aged 55-64. The
distribution of YLL followed the same patterns as overall

Proportion of global CV deaths
0.4

0.3
0.2

0.1

Percent attributable CV mortality

Fig. 1: Aggregate DEHP-attributable mortality world maps among 200 countries and eight world regions. Plot labelled a. represents proportion
of global excess CV deaths, or “global share” of mortality burden in each continent. The legend gradient represents the global range of
proportion of global shares of death that occur in any one region. Plot labelled b. represents the average disease burden map for percent DEHP-
attributable cardiovascular mortality across all world regions. The legend gradient represents the global range of average percent attributable
mortality (%). Average percent attributable cardiovascular mortality for each region was calculated by dividing the total number of attributable
deaths in the given world region by the total number of expected baseline cardiovascular deaths per the IHME in that world region, and

multiplying by 100.
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mortality. Asia-MESA and Asia-EPA exhibited the highest
YLL totals, with India, China, and Indonesia bearing the
greatest burden in this age group, losing 2,904,389,
1,935,961, and 587,073 years of life, respectively, due to
phthalate exposure (Supplement 5). Regionally, the Middle
East and South Asia lost 4,170,822—4,177,123 years of life,
4,087,406—4,093,581 of which can be attributable to plas-
tics (Table 1, Supplement 4). East Asia and the Pacific lost
3,447,061-3,441,245 years of life due to DEHP in 2018
(Table 1, Supplement 4), 3,378,120-3,372,420 of which can
be attributable to plastics.

In addition to these aggregate findings, when regions
were broken into percentiles of exposure, patterns of
disparity became clearer. These patterns over percentiles
are visualised in Fig. 2. In certain regions, there is a
greater disparity in percent attributable mortality be-
tween the lowest and highest quantiles of exposure. In
the USA, the difference between the 95th quantile of
exposure and the 10th quantile of exposure is 30.541
percentage points, followed by Africa (28.579%

w
o
1

Percentage attributable CV mortality
o

o
1

25

\\

difference), Canada (19.886%), Europe (18.205%),
Australia (6.377%), Latin America (5.286%), the Middle
East and South Asia (5.176%), and East Asia and the
Pacific (4.139%). Those in the highest exposure quantile
in the USA and Africa experience a much higher burden
of attributable CV mortality (30.720 and 28.579%) than
other regions, while those at the lowest exposure
quantile experience barely any additional burden due to
DEHP exposure, indicating that burden inequality is
high in these regions. In other regions such as the
Middle East and South Asia, East Asia and the Pacific,
and Latin America, those even at the lowest levels of
exposure experience burden due to DEHP (16.375,
12.668, and 12.659 percent attributable mortality,
respectively, with only 3-4% difference attributable
mortality when comparing the lowest and highest
exposure percentiles) which indicates that those across
all exposure levels are more consistently burdened.
Sensitivity analyses using quadratic exposure models
yielded higher mortality estimates compared to the

50

75

Quantile of exposure in the population

. Africa
Region

— Asia—-MESA — Canada
Asia—EPA — Aus

Latin America

= Europe USA

Fig. 2: Percent change in attributable cardiovascular mortality due to DEHP exposure by quantile in across eight world regions. Individual plots
represent the change in the percent attributable cardiovascular mortality due to DEHP-metabolite exposure for each region, as quantile of the
exposed population increases. Only linear estimates of percent change in attributable mortality are shown alongside regional estimates for the
USA, Canada, and Europe. The smoothed curves illustrate illustrates the smoothed relationships between the quantile of exposure in the
population and the percentage attributable mortality across various regions using LOESS regression. The LOESS smoothing method applies
localised regression to capture non-linear trends in the data, enabling a detailed depiction of regional variations. The x-axis denotes the
quantiles of exposure in the population, while the y-axis shows the corresponding percentage of attributable mortality.
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primary disease burden model. Aggregate-level findings
are presented in Supplement 4, with detailed country-
level results available in Supplement 6. Quadratic
models projected an increase of approximately 0.1% in
deaths and YLLs, along with a 0.014% increase in the
global percent attributable mortality, relative to the main
estimates (Supplement 4; Supplement 6). In contrast,
sensitivity analysis using WHO estimates for YLL at age
60 produced lower results than the main model
(Supplement 7), estimating 6.7 million global excess
YLLs from DEHP exposure based on linear models,
compared to 10.5 million YLLs in the main analysis.

Discussion
In the present disease burden model, it was identified
that a total of just over 356,000 global deaths, or
13.497% of worldwide CV mortality in 2018 among 55—
64-year-olds was attributable to plastics exposure. The
effects of DEHP metabolite exposures on CVD out-
comes were disproportionately experienced by countries
in the Middle East and South Asia as well as East Asia
and the Pacific, posing significant health risk that must
be addressed by both local and global governmental
bodies. This study found that the South Asian and
Middle Eastern regions had higher exposure to DEHP
metabolites compared to other regions. However, within
Africa and the USA, there were the highest levels of
disparity in exposure among different percentiles of the
population, with the highest percentiles of exposure
experiencing the greatest percent attributable mortality
difference. Although phthalate exposure varied greatly
between world regions, it was found ubiquitously and
contributed to CV mortality in every region on earth.
The burden was heightened, not only in countries with
developing plastics industries and waste management
systems, but also in countries with ageing populations.
CVD is clearly associated with older age,” and as
exposure to phthalates exacerbate these conditions,”*
this is of high concern for countries with large
numbers of older adults. In such regions, the public
health burden of CVD linked to phthalates could be
particularly severe, amplifying existing health disparities
and placing additional strain on healthcare systems.
Industries pursue the production of plastic for profit,
and the adverse consequences are not widely considered
in economic tradeoffs about the societally optimal
amount. As a proxy for the social cost of a year of life lost
(SCYLL) many investigators use a $50,000 measure for
the US.’ Some researchers extrapolate to elsewhere on
the globe from this value using a purchasing power
parity correction,” but this implies a difference in the
value of human life based upon place. We have there-
fore not executed such an extrapolation here but present
a range of estimates of the potential societal costs of the
YLL identified in this manuscript for consideration. If
all the YLLs are valued equally at $50,000 each, then the

social costs of plastic-induced mortality would total $510
billion. A more conservative valuation of $1000/YLL
would place the social cost at $10.2 billion. An alterna-
tive to SCYLL is using the value of a statistical life (VSL)
to estimate the economic cost of lives lost due to DEHP
exposure. Based on the U.S. Department of Trans-
portation’s 2018 definition where VSL is valued at $10.5
million,* the total cost for 356,238 deaths would amount
to $3.74 trillion. Alternatively, using the U.S. Environ-
mental Protection Agency’s 2006 value of mortality risk
reduction at $7.4 million,” the estimated cost would be
$2.6 trillion.

The implications of our findings are particularly
relevant for countries with high levels of industrialisa-
tion and plastic consumption. This analysis aligns with
global trends in plastics production and regulation. For
example, India has a rapidly expanding plastics industry,
and faces substantial phthalate exposure risks due to
plastic waste and the extensive use of commonly DEHP-
inclusive plastics, such as PVC in manufacturing of
consumer goods.’® In 2018, China was a major importer
of plastic waste,”” and its plastics industry produced over
29% of global plastics in 2018.* A recent 2024 study
found that India emitted the highest volume of plastic
emissions, totalling 9.3 million metric tons per year. The
regions with the highest plastic emissions globally were
identified as Southern Asia, Sub-Saharan Africa, and
Southeastern Asia,” findings that suggest consistency
with the global disease burden model. While this anal-
ysis does not investigate the origins of exposure within
each country and region, higher exposure levels to
DEHP may attributed to more industrial manufacturing
of plastics, less regulation in products, high rates of
plastic product use, and large amounts of plastic waste
with underdeveloped waste management sectors.

Findings from this disease burden model also align
with expectations when considering the regulatory
landscape in the 2008-2018 period. Globally, phthalate
regulations targeting DEHP have primarily been
implemented on a country-by-country or small regional
basis. Prior to 2008, regulations were scarce, with only a
few leading countries taking significant action. Japan
instituted phthalate restrictions early, introducing a
prohibition in 2003 on products containing DEHP
within the food packaging and childcare sectors,
reflecting Japan’s early commitment to reducing expo-
sure to harmful substances.® The EU implemented
regulations designating DEHP as a restricted phthalate
and placing bans on certain quantities of the chemical in
childcare and food sectors as early as 2006.°-** Between
2008 and 2018, Canada enforced limits on DEHP in
children’s toys and products related to childcare
domestically in 1999 and banned items containing over
0.1% concentration by weight of DEHP in childcare
sectors,” the USA exacted a prohibition of DEHP
childcare articles and toys containing more than 0.1%
DEHP,” and Australia put in place bans over toxic levels
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of DEHP in certain products.®® Since 2018, the Chinese
government reports it has banned 24 categories of
foreign waste including plastics waste,” while India has
incorporated DEHP restrictions into its food packaging
sector,* but these regulations have been very recent.

These recent regulatory measures reflect a growing
awareness of the harmful effects of DEHP. However, it
is notable that many of these regulations were not in
place at the time of data acquisition for the present study
and their effect is not reflected in our results. Despite
the increase in regulatory actions, inconsistencies
persist across countries, industries, and specific chem-
icals. Many countries to this day do not have compre-
hensive regulations. Collaboration among nations to
harmonise regulatory standards is essential for reducing
global phthalate exposure. Developing economies face
the dual burden of expanding their economic and in-
dustrial development while also managing waste from
industrialised nations. Efforts to regulate major pol-
luters should be supported, with an equitable focus on
the immense plastic waste generated by post-industrial
nations and now disposed of in developing economies,
which undoubtedly contributes to exposure to DEHP in
these nations.®

This disease burden model provides key insights
about the global burden to humans of phthalate expo-
sure, including the disproportionate impact on regions
with developing plastics sectors. It highlights the urgent
need for both global and local policy interventions and
offers evidence to support targeted regulations in
countries with high phthalate exposures. To mitigate the
impact of phthalates on CV mortality, multi-modal in-
terventions are necessary at both regional and global
levels. Limiting exposure to DEHP should involve
regulation such as banning or restricting DEHP-use in
certain products or improving labelling requirements,
improvement of waste management practices, promot-
ing changes in consumer habits, and increasing public
awareness about the risks of exposure to DEHP.

This study also provides evidence to support regula-
tions and initiatives targeting those with the highest
percentiles of exposure in highly burdened regions, as
these groups account for the vast majority of excess
deaths. In addition, while previous investigations have
been limited in scope due to lack of public data from
national biomonitoring surveys in many parts of the
world outside of the United States,” Canada, and
Europe,* this study is strengthened by the unique in-
clusion of phthalate exposure measures estimated for
every region on earth.” Given that the greatest health
effects from phthalates have been found to be in regions
without robust national surveys on chemical exposures
and in countries with rapidly developing industrial
sectors, it is crucial that these regions are included in
future investigations.

The present study has limitations that warrant
consideration. To estimate the global health effects due

www.thelancet.com Vol = m, 2025

to plastics, it was necessary to rely on regional estimates
from meta-analysis rather than country-specific chemi-
cal exposure data. In this meta-analysis, certain regions,
such as Africa, had fewer studies available on phtha-
lates, which may result in higher error of estimated
values. For example, while Australia had estimates for
three DEHP metabolites, it did not have any available
estimates for MEHP, and thus concentrations for this
MEHP was estimated from other metabolites. Even
among regions with public data available from bio-
monitoring surveys such as Europe, there are limita-
tions. The COPHES/DEMOCOPHES project only
sampled from certain European countries, and some
studies excluding adult age groups, limiting the gen-
eralisability of their exposure measurements. Larger,
and more comprehensive studies will need to be con-
ducted by scientists within nations in these regions, and
the present study can serve as further evidence of the
importance of funding national research on phthalate
exposures.

In addition, heterogeneity of data sources warrants
discussion. To the extent possible, the IHME sources
data from databases using territorial composition defi-
nitions within UN 2008 boundaries. Because IHME
compiles data from several different sources it should be
noted that there may be slight variations in territorial
composition between datasets, which may contribute to
increased variance from true population measures for
reported health estimates. Additionally, as the IHME
integrates data from multiple national and international
sources, discrepancies may arise when comparing
IHME-compiled estimates with studies conducted
within individual countries. For instance, in our previ-
ous analysis using NHANES and CDC Wide-ranging
Online Data for Epidemiologic Research (WONDER),*
the estimated number of attributable deaths differed
from the results of this disease burden model. This
discrepancy is mostly driven by the higher CV mortality
rate reported in WONDER (965.2 per 100,000)
compared to the IHME-derived more conservative esti-
mate (232.49 per 100,000), as well as differences in the
reference years—our previous analysis estimated mor-
tality for 2014, whereas this disease burden model re-
flects data for 2018. Similarly, sensitivity analyses in our
own analysis using quadratic models produced higher
estimates than the main, linear model, suggesting that
this disease burden model may be conservative in its
estimates of the cardiovascular mortality attributable to
DEHP exposure. These findings imply that the true
burden could be even greater than initially estimated.
Alternatively, a sensitivity analysis utilising WHO data
for YLL yielded a lower estimate of 6.7 million YLLs,
compared to the main model. This discrepancy reflects
methodological differences between the WHO and the
Institute for Health Metrics and Evaluation (IHME),
particularly in their data sources and definitions and
calculations of YLL.***' Overall, given that various
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studies and institutions apply different approaches to
estimating exposure and mortality, comparative disease
burden models using multiple data sources are essen-
tial. This analysis involved harmonising data from
various sources, leading to inherent heterogeneity in the
variability of statistics as there are difference sources of
uncertainty when working with global data from mul-
tiple sources. This burden model is the initial analysis of
its kind as is subject to recalculation for reliability.

The present study was also limited in its investiga-
tion of only four DEHP metabolites. Other plastic-
related chemicals such as bisphenols, DEHP
replacements, and microplastics have been suggested by
previous investigations to be associated with increased
CV mortality.’®*”° These were not accounted for in
calculation of attributable mortality, potentially under-
estimating the overall mortality burden due to plastic
exposure. Additionally, plastic production and con-
sumption are also known to contribute to climate
change,”” and associated CV risks,”> which were not
considered in the present calculations.

It is additionally important to acknowledge the un-
certainties in accurately quantifying the relationship
between DEHP exposure and CVD mortality. While
estimates in this model are primarily based on findings
from a single study from the US,* they are supported by
laboratory research findings and epidemiological
studies. For example, an Italian study documented as-
sociations  between PVC  microplastics, which
commonly contain phthalates, and adverse CV out-
comes, including heart attack, strokes, and mortality.”®
However, this single country analysis was not
confirmed in another industrialising country to extrap-
olate exposure-response relationships, which may have
different dietary habits, cigarette smoke exposure,
physical activity and other cardiovascular risks. More
meta-analyses on a global scale are needed to confirm
these findings. Additionally, sex reporting for this paper
was not possible as exposure data is not disaggregated
on sex. Lastly, as this study utilised aggregate data at the
country level, it is impossible to incorporate potential
individual-level confounders which may bias the
magnitude of attributable mortality. Within country
variation in socio-economic status and stress may cause
variant rates of CVD, with those being the most exposed
to DEHP also having the highest baseline CV mortality
rates.

This study uncovers a substantial global health
burden attributable to DEHP exposure. DEHP exposure
in 2008 was responsible for more than 13% of CV
deaths among 55-64-year-olds worldwide in 2018, with
the most pronounced effects observed in the Middle
East and South Asia. These data highlight critical global
disparities in loss of life due to plastics pollution. The
large mortality burden disproportionately borne in Asia
and Africa, which are simultaneously experiencing
growth in plastics consumption and production, should

raise alarm in nations in these regions. These findings
underscore the critical need for enhanced regulatory
measures and international cooperation to mitigate the
health impacts of phthalates, particularly in regions
characterised by high levels of industrialisation and
plastic consumption. While this global disease burden
model cannot make claims about causality, and policy-
makers may choose to dismiss the larger body of evi-
dence documenting negative health effects of
phthalates,”””* this model provides feasible estimates of
those risks to CV mortality. Data from human exposure
studies are being used to assess the health impacts of
plastic use worldwide, informing decisions about the
trade-offs involved in reducing plastic production and
consumption. This model provides concrete estimates
of only a small fraction of those risks, emphasising the
urgent need for comprehensive strategies to address the
health impacts of plastic exposure.

Contributors

Ms. Sara Hyman contributed to all parts of the project and sections of
the manuscript, excluding funding acquisition. Mr. Jonathan Acevedo
contributed to conceptualisation, data curation, formal analysis, inves-
tigation, methodology, software, writing in the review & editing stages.
Dr. Giannarelli contributed intellectual contributions, as well as to the
writing in the review and editing stages. Dr. Leonardo Trasande
contributed to conceptualisation, data curation, funding acquisition,
investigation, methodology, project administration, resources, supervi-
sion, validation, writing on the original draft and review and editing
stages. Ms. Sara Hyman and Dr. Leonardo Trasande accessed and
verified all underlying data. Mr. Jonathan Acevedo also accessed and
verified underlying data from the Canadian Health Measures Survey
and the European Consortium to Perform Human Biomonitoring on a
European Scale project. All authors read and approved the final version
of the manuscript for submission.

Data sharing statement

Most of the data utilised in this study is publicly available and no
individual-level data was collected as a part of this investigation. Data
used in this study are available through the data publisher’s websites,
and there is no end date to the availability of these datasets as far as the
investigators are aware. The IHME necessitates users to sign a data
agreement upon releasing data to the public, and therefore investigators
interested in acquiring this dataset must go through the IHME website
and complete this agreement to be granted access to this public dataset.
Data from the European COPHES/DEMOCOPHES project is available
to the public at request of the project staff. Data from NHANES is
available on a publicly accessible webpage. The only other data utilised
in this study was information on the 25th and 75th percentiles of
metabolite concentrations from Health Canada. These datapoints were
acquired through formally requesting data from Health Canada and will
be made available upon request to the corresponding author for this
manuscript. This study was not associated with an institutional protocol
and did not require consent.

Declaration of interests

Leonardo Trasande, MD. MPP has received royalties or licences from
Houghton Mifflin Harcourt, Audible, Paidos and Kobunsha, unrelated
to the present work. He has received support for travel or meetings from
the Endocrine Society, World Health Organization, the United Nations
Environment Programme, Japan Environment and Health Ministries,
and the American Academy of Paediatrics, unrelated to the present
work. He has served in leadership or fiduciary roles at Beauty counter,
Ahimsa, and Grassroots Environmental Education and Footprint, un-
related to the present work. Dr. Chiara Giannarelli has received support

www.thelancet.com Vol = m, 2025


http://www.thelancet.com

Articles

for travel or meetings from the European Society of Atherosclerosis,
European Society of Cardiology, American Heart Association, Nobel In
Africa The Stellenbosch Institute for Advanced Study (STIAS), Gordon
Research Conferences, University of Graz Austria; honoraria for lec-
tures (University of Washington, Seattle, Icahn School of Medicine at
Mount Sinai, NY, Harvard Medical School, Boston, Stanford University,
Emory University, LSU Health Shreveport) and awards from IACS-NAS
and the American Heart Associations. She declares the Jeffrey M. Hoeg
Award American Heart Associations (AHA), and that she has also
served in several unpaid leadership roles, namely AHA ATVB Irvine H.
Page Young Investigator Award Selection Committee, AHA ATVB
Women'’s Leadership Committee, ATVB Vascular Discovery Program
Committee, and AHA Oversight Advisory Committee for the AHA
Strategic Network Inflammation SFRN. She has also received funding
support from the NIH (R01 HL165258, R01 HL153712), the American
Heart Association (20SFRN35210252), Polybio Research Foundation
and Chang Zuckerberg Initiative. Sara Hyman and Jonathan
Acevedo have no interests to declare. Funding for this study came from
Beyong Petrochemicals and National Institutes of Health grant number:
P2CES033423. This study is independent and is not necessarily repre-
sentative of the views of the National Institutes of Health.

Acknowledgements

The authors would like to acknowledge investigators and staff at
NHANES, Health Canada, and the European Institute for Technological
Research for their collaboration and data sharing during the initial
stages of this investigation. The authors would also like to acknowledge
funding sources: Beyond Petrochemicals and National Institutes of
Health grant P2CES033423.

Appendix A. Supplementary data
Supplementary data related to this article can be found at https://doi.
org/10.1016/j.ebiom.2025.105730.

References

1 Centers for Disease Control and Prevention (CDC). Decline in
deaths from heart disease and stroke-United States, 1900-1999.
MMWR Morb Mortal Wkly Rep. 1999;48(30):649-656.

2 Alwan A. Global status report on noncommunicable diseases 2010.
Geneva, Switzerland: World Health Organization; 2011. Available
from: chrome-extension:/ /efaidnbmnnnibpcajpcglclefindmkaj/
https://iris.who.int/bitstream /10665 /44579/1/9789240686458_eng.pdf.

3 Martin SS, Aday AW, Almarzooq ZI, et al. 2024 Heart disease and
stroke statistics: a report of US and global data from the American
heart association. Circulation. 2024;149(8):e347-e913.

4  Wong ND. Cardiovascular risk assessment: the foundation of pre-
ventive cardiology. Am J Prev Cardiol. 2020;1:100008.

5 Flora GD, Nayak MK. A brief review of cardiovascular diseases,
associated risk factors and current treatment regimes. CPD.
2019;25(38):4063—-4084.

6 Critchley JA, Capewell S. Mortality risk reduction associated with
smoking cessation in patients with coronary heart disease: a sys-
tematic review. JAMA. 2003;290(1):86.

7  Zhang D, Liu Y, Cheng C, et al. Dose-related effect of secondhand
smoke on cardiovascular disease in nonsmokers: systematic re-
view and meta-analysis. Int | Hyg Environ Health. 2020;228:
113546.

8 Bevan GH, Al-Kindi SG, Brook R, Rajagopalan S. Ambient air
pollution and atherosclerosis: recent updates. Curr Atheroscler Rep.
2021;23(10):63.

9 Lamas GA, Goertz C, Boineau R, et al. Effect of disodium EDTA
chelation regimen on cardiovascular events in patients with previ-
ous myocardial infarction: the TACT randomized trial. JAMA.
2013;309(12):1241.

10 Larsen B, Sanchez-Triana E. Global health burden and cost of
lead exposure in children and adults: a health impact and eco-
nomic modelling analysis. Lancet Planet Health. 2023;7(10):
e831-e840.

11 Mensah GA, Fuster V, Murray CJL, Roth GA. Global burden of
cardiovascular diseases and risks collaborators. Global burden of
cardiovascular diseases and risks, 1990-2022. ] Am Coll Cardiol.
2023;82(25):2350-2473.

www.thelancet.com Vol = m, 2025

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

Cardiovascular diseases (CVDs). World Health Organization; 2021.
Available  from:  https://www.who.int/news-room/fact-sheets/
detail/cardiovascular-diseases-(cvds)#:~:text=Cardiovascular%
20diseases%20(CVDs)%20are%20the,%2D%20and%20middle
%2Dincome%20countries.

Rodgers JL, Jones ], Bolleddu SI, et al. Cardiovascular risks
associated with gender and aging. | Cardiovasc Dev Dis.
2019;6(2):19.

Acevedo JM, Kahn LG, Pierce KA, et al. Filling gaps in population
estimates of phthalate exposure globally: a systematic review and
meta-analysis of international biomonitoring data. Int ] Hyg Environ
Health. 2025;265:114539.

Woodward MJ, Obsekov V, Jacobson MH, Kahn LG, Trasande L.
Phthalates and sex steroid hormones among men from NHANES,
2013-2016. J Clin Endocrinol Metab. 2020;105(4):e1225-e1234.
Feige JN, Gerber A, Casals-Casas C, et al. The pollutant diethylhexyl
phthalate regulates hepatic energy metabolism via species-specific
PPARo-dependent  mechanisms.  Environ  Health  Perspect.
2010;118(2):234-241.

Bility MT. Activation of mouse and human peroxisome proliferator-
activated receptors (PPARs) by phthalate monoesters. Toxicol Sci.
2004;82(1):170-182.

Casals-Casas C, Feige JN, Desvergne B. Interference of pollutants
with PPARs: endocrine disruption meets metabolism. Int | Obes.
2008;32(S6):553-S61.

Desvergne B, Feige JN, Casals-Casas C. PPAR-mediated activity of
phthalates: a link to the obesity epidemic® Mol Cell Endocrinol.
2009;304(1-2):43-48.

Dirtu AC, Geens T, Dirinck E, et al. Phthalate metabolites in obese
individuals undergoing weight loss: urinary levels and estimation
of the phthalates daily intake. Environ Int. 2013;59:344-353.

Feige JN, Gelman L, Rossi D, et al. The endocrine disruptor
monoethyl-hexyl-phthalate is a selective peroxisome proliferator-
activated receptor y modulator that promotes adipogenesis. | Biol
Chem. 2007;282(26):19152-19166.

Kataria A, Levine D, Wertenteil S, et al. Exposure to bisphenols and
phthalates and association with oxidant stress, insulin resistance,
and endothelial ~dysfunction in children. Pediatr  Res.
2017;81(6):857-864.

Duan Y, Wang L, Han L, et al. Exposure to phthalates in patients
with diabetes and its association with oxidative stress, adiponectin,
and inflammatory cytokines. Environ Int. 2017;109:53-63.

Song Y, Hauser R, Hu FB, Franke AA, Liu S, Sun Q. Urinary
concentrations of bisphenol A and phthalate metabolites and
weight change: a prospective investigation in US women. Int |
Obes. 2014;38(12):1532-1537.

Peng MQ, Karvonen-Gutierrez CA, Herman WH, Mukherjee B,
Park SK. Phthalates and incident diabetes in midlife women: the
study of women’s health across the nation (SWAN). J Clin Endo-
crinol Metab. 2023;108(8):1947-1957.

Sun Q, Cornelis MC, Townsend MK, et al. Association of urinary
concentrations of bisphenol A and phthalate metabolites with risk
of type 2 diabetes: a prospective investigation in the nurses’ health
study (NHS) and NHSII cohorts. Environ Health Perspect.
2014;122(6):616-623.

Su TC, Hwang JS, Torng PL, Wu C, Lin CY, Sung FC. Phthalate
exposure increases subclinical atherosclerosis in young population.
Environ Pollut. 2019;250:586-593.

Lind PM, Lind L. Circulating levels of bisphenol A and phthalates
are related to carotid atherosclerosis in the elderly. Atherosclerosis.
2011;218(1):207-213.

Wiberg B, Lind PM, Lind L. Serum levels of monobenzylphthalate
(MBzP) is related to carotid atherosclerosis in the elderly. Environ
Res. 2014;133:348-352.

Lin CY, Lee HL, Hwang YT, et al. The association between urine di-
(2-ethylhexyl) phthalate metabolites, global DNA methylation, and
subclinical atherosclerosis in a young Taiwanese population. Envi-
ron Pollut. 2020;265:114912.

Trasande L, Liu B, Bao W. Phthalates and attributable mortality: a
population-based longitudinal cohort study and cost analysis. En-
viron Pollut. 2022;292:118021.

Trasande L, Thurston GD. The role of air pollution in asthma and
other pediatric ~morbidities. ] Allergy Clin  Immunol.
2005;115(4):689-699.

Patra JK, Das G, Fraceto LF, et al. Nano based drug delivery sys-
tems: recent developments and future prospects. | Nanobiotechnol.
2018;16(1):71.

13


https://doi.org/10.1016/j.ebiom.2025.105730
https://doi.org/10.1016/j.ebiom.2025.105730
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref1
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref1
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref1
https://iris.who.int/bitstream/10665/44579/1/9789240686458_eng.pdf
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref3
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref3
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref3
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref4
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref4
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref5
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref5
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref5
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref6
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref6
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref6
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref7
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref7
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref7
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref7
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref8
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref8
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref8
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref9
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref9
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref9
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref9
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref10
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref10
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref10
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref10
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref11
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref11
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref11
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref11
https://www.who.int/news-room/fact-sheets/detail/cardiovascular-diseases-(cvds)#:%7E:text=Cardiovascular%20diseases%20(CVDs)%20are%20the,%2D%20and%20middle%2Dincome%20countries
https://www.who.int/news-room/fact-sheets/detail/cardiovascular-diseases-(cvds)#:%7E:text=Cardiovascular%20diseases%20(CVDs)%20are%20the,%2D%20and%20middle%2Dincome%20countries
https://www.who.int/news-room/fact-sheets/detail/cardiovascular-diseases-(cvds)#:%7E:text=Cardiovascular%20diseases%20(CVDs)%20are%20the,%2D%20and%20middle%2Dincome%20countries
https://www.who.int/news-room/fact-sheets/detail/cardiovascular-diseases-(cvds)#:%7E:text=Cardiovascular%20diseases%20(CVDs)%20are%20the,%2D%20and%20middle%2Dincome%20countries
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref13
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref13
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref13
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref14
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref14
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref14
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref14
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref15
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref15
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref15
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref16
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref16
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref16
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref16
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref16
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref17
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref17
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref17
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref18
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref18
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref18
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref19
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref19
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref19
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref20
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref20
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref20
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref21
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref21
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref21
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref21
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref21
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref22
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref22
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref22
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref22
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref23
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref23
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref23
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref24
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref24
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref24
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref24
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref25
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref25
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref25
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref25
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref26
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref26
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref26
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref26
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref26
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref27
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref27
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref27
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref28
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref28
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref28
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref29
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref29
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref29
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref30
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref30
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref30
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref30
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref31
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref31
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref31
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref32
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref32
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref32
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref33
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref33
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref33
http://www.thelancet.com

Articles

14

34

35

36

37

38

39

40

41

42

43

45

46

47

48

49

50

51

52

53

54

Zhong X, Yi X, Cheng F, Tong H, Xu W, Yang X. Leaching of di-2-
ethylhexyl phthalate from biodegradable and conventional micro-
plastics and the potential risks. Chemosphere. 2023;311:137208.
Gulizia AM, Patel K, Philippa B, Motti CA, Van Herwerden L,
Vamvounis G. Understanding plasticiser leaching from polystyrene
microplastics. Sci Total Environ. 2023;857:159099.

Novotna K, Pivokonska L, Cermakova L, Prokopova M, Fialova K,
Pivokonsky M. Continuous long-term monitoring of leaching from
microplastics into ambient water — a multi-endpoint approach.
J Hazard Mater. 2023;444:130424.

Henkel C, Lamprecht J, Hiffer T, Hofmann T. Environmental
factors strongly influence the leaching of di(2-ethylhexyl) phthalate
from polyvinyl chloride microplastics. Water Res. 2023;242:120235.
Marfella R, Prattichizzo F, Sardu C, et al. Microplastics and nano-
plastics in atheromas and cardiovascular events. N Engl | Med.
2024;390(10):900-910.

Rudel RA, Gray JM, Engel CL, et al. Food packaging and bisphenol
A and bis(2-ethyhexyl) phthalate exposure: findings from a dietary
intervention. Environ Health Perspect. 2011;119(7):914-920.

Harley KG, Kogut K, Madrigal DS, et al. Reducing phthalate, par-
aben, and phenol exposure from personal care products in
adolescent girls: findings from the HERMOSA intervention study.
Environ Health Perspect. 2016;124(10):1600-1607.

Trasande L, Krithivasan R, Park K, Obsekov V, Belliveau M.
Chemicals used in plastic materials: an estimate of the attributable
disease burden and costs in the United States. ] Endocr Soc.
2024;8(2):bvad163.

End plastic pollution: towards an international legally binding instru-
ment. Dakar, Senegal: United Nations Environment Programme;
2022. Available from: https://www.unep.org/inc-plastic-pollution#:
~:text=In%20March%202022%2C%?20at%20the,including%20in%
20the%20marine%20environment.

Standard country or area codes for statistical use. United Nations
Department of Economic and Social Affairs Statistics Division;
1999  Aug. Available from: https://unstats.un.org/unsd/
methodology/m49/.

Canadian biomonitoring dashboard. Health Canada; 2024 [cited 2025
Jan 17]. Available from: https://health-infobase.canada.ca/
biomonitoring/.

National health and nutrition examination survey data. Hyattsville,
MD: U.S. Department of Health and Human Services, Centers for
Disease Control and Prevention: Centers for Disease Control and
Prevention (CDC). National Center for Health Statistics (NCHS);
2008. Available from: https://wwwn.cdc.gov/nchs/nhanes/search/
datapage.aspx?Component=Laboratory.

European Human Biomonitoring Dashboard for visualization of
aggregated HBM data. Mol, Belgium: Institute for Technological
Research (VITO) [cited 2024 Nov 22]. Available from: https://hbm.
vito.be/eu-hbm-dashboard.

DerSimonian R, Laird N. Meta-analysis in clinical trials. Control
Clin Trials. 1986;7(3):177-188.

Global Burden of Disease Study 2021 (GBD 2021). Seattle, United
States: Institute for Health Metrics and Evaluation (IHME): Global
Burden of Disease Collaborative Network; 2021. Available from:
https://vizhub.healthdata.org/gbd-results/.

World Bank group databank population estimates and projections.
Available from: https://databank.worldbank.org/source/population-
estimates-and-projections; 2018.

Miettinen OS. Proportion of disease caused or prevented by a given
exposure, train or intervention. Am J Epidemiol. 1974;99(5):325—
332.

Life expectancy at age 60 (years) (2018). World health organization
global health observatory data. Available from: https://www.who.
int/data/gho/data/indicators/indicator-details/GHO/life-expectancy-
at-age-60-(years).

Grosse SD. Assessing cost-effectiveness in healthcare: history of
the $50,000 per QALY threshold. Expert Rev Pharmacoecon Out-
comes Res. 2008;8(2):165-178.

Attina TM, Trasande L. Economic costs of childhood lead exposure
in low- and middle-income countries. Environ Health Perspect.
2013;121(9):1097-1102.

Departmental guidance on valuation of a statistical life in economic
analysis. Washington, D.C: U.S. Department of Transportation:
Office of the Chief Economist; 2024. Available from: https://www.
transportation.gov/office-policy/transportation-policy/revised-
departmental-guidance-on-valuation-of-a-statistical-life-in-economic-
analysis.

55

56

57

58

59

60

61

62

63

64

65

66

67

69

70

Environmental economics: wmortality risk valuation. United States
Environmental Protection Agency; 2025 Dec [cited 2025 Oct 2].
Available from: https://www.epa.gov/environmental-economics/
mortality-risk-valuation.

Life cycle Assessment (LCA) Study of Plastics Packaging Products,
Parivesh Bhawan, CBD-CUM-office complex East arjun Nagar, Delhi-
110032: central pollution control board (CPCB): ministry of environ-
ment, forestd climate change. Govt of India; 2018. Available from:
chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://
cpcb.nic.in/uploads/plasticwaste/LCA_Report_15.05.2018.pdf.
Qu S, Guo Y, Ma Z, et al. Implications of China’s foreign waste ban
on the global circular economy. Resour Conserv  Recycl.
2019;144:252-255.

Plastics — the Facts 2018, Brussels, Belgium: the association of
plastics manufacturers in Europe. Available from: https://
plasticseurope.org/wp-content/uploads/2021/10/2018-Plastics-the-
facts.pdf.

Cottom JW, Cook E, Velis CA. A local-to-global emissions inventory
of macroplastic pollution. Nature. 2024;633(8028):101-108.
Hamamoto T. Food and agricultural import regulations and stan-
dards: Japan to ban polyvinyl chloride food packaging containing di
(2-ethylhexyl) phthalate. Tokyo, Japan: United States Department of
Agriculture: Foreign Agricultural Service Global Agriculture In-
formation Network. Report No.: JA2070. Available from: https://
apps.fas.usda.gov/newgainapi/api/Report/DownloadReportBy
FileName?fileName=]Japan-+to+Ban+Polyvinyl+Chloride+Food+
Packaging+Containing+Di+%282-ethylhexyl%29_Tokyo_Japan_12-
02-2002.pdf.

(Corrigendum to) Commission Directive 2007/19/EC of 30 March
2007 amending Directive 2002/72/EC relating to plastic materials
and articles intended to come into contact with food and Council
Directive 85/572/EEC laying down the list of simulants to be used
for testing migration of constituents of plastic materials and articles
intended to come into contact with foodstuffs. Sect. 2007;91.
Available from: https://eur-lex.europa.eu/legal-content/EN/ALL/?
uri=CELEX%3A32007L0019R%2802929.

Petersen JH, Jensen LK. Phthalates and food-contact materials:
enforcing the 2008 European Union plastics legislation. Food Addit
Contam Part A Chem Anal Control Expo Risk Assess.
2010;27(11):1608-1616.

Regulation (EC) No 1907/2006 of the European parliament and of
the council of 18 December 2006 concerning the registration,
evaluation, authorisation and restriction of chemicals (REACH),
establishing a European Chemicals Agency, amending Directive
1999/45/EC and repealing Council Regulation (EEC) No 793/93
and Commission Regulation (EC) No 1488/94 as well as Council
Directive 76/769/EEC and Commission Directives 91/155/EEC,
93/67/EEC, 93/105/EC and 2000/21/EC. L 396 Volume 49. Avail
able from: https://eur-lex.europa.eu/legal-content/EN/TXT/?
uri=0]%3AL%3A2006%3A396%3ATOC; 2006.

Canada consumer product safety act: phthalates regulations. P.C.
2016-615 2016-06-21, SOR/2016-188. Available from: https://laws-
lois.justice.gc.ca/eng/regulations/SOR-2016-188 /page-1.html.

The consumer product safety improvement act (CPSIA); 2008:110—
314. Available from: https://www.cpsc.gov/Regulations-Laws—
Standards/Statutes/Summary-List/Consumer-Product-Safety-
Improvement-Act-CPSIA.

Competition and Consumer Act 2010 - consumer Protection Notice
No. 11 of 2011 - permanent ban on children’s products containing
more than 1% diethylhexyl phthalate (DEHP). Available from:
https://www.legislation.gov.au/F2011L00192 /latest/text; 2011.
Jinran Z, McNeice A. Tighter rules wielded on solid waste imports.
China: The State Council of the People’s Republic of China; 2018
[cited 2025 Jan 17]. Available from: https://english.www.gov.cn/
policies/policy_watch/2018/02/05 /content_281476036805432.htm.
Amendments on Food Safety and Standards (Packaging) Regula-
tion, Amendment 2. REGD. No. D. L.-33004/99 Aug 30, 2022.
Available from: https://www.fssai.gov.in/cms/Amendment-FSS-
Packaging.php; 2018.

Who pays for plastic pollution? Enabling global equity in the
plastic value Chain: towards a treaty to end plastic pollution.
World Wide Fund for Nature (WWF); 2023. Available from:
https://www.worldwildlife.org/publications/who-pays-for-plastic-
pollution.

Chen YM, Liu ZY, Chen S, et al. Mitigating the impact of bisphenol
A exposure on mortality: is diet the key? A cohort study based on
NHANES. Ecotoxicol Environ Saf. 2023;267:115629.

www.thelancet.com Vol = m, 2025


http://refhub.elsevier.com/S2352-3964(25)00174-4/sref34
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref34
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref34
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref35
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref35
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref35
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref36
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref36
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref36
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref36
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref37
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref37
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref37
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref38
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref38
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref38
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref39
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref39
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref39
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref40
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref40
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref40
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref40
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref41
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref41
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref41
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref41
https://www.unep.org/inc-plastic-pollution#:%7E:text=In%20March%202022%2C%20at%20the,including%20in%20the%20marine%20environment
https://www.unep.org/inc-plastic-pollution#:%7E:text=In%20March%202022%2C%20at%20the,including%20in%20the%20marine%20environment
https://www.unep.org/inc-plastic-pollution#:%7E:text=In%20March%202022%2C%20at%20the,including%20in%20the%20marine%20environment
https://unstats.un.org/unsd/methodology/m49/
https://unstats.un.org/unsd/methodology/m49/
https://health-infobase.canada.ca/biomonitoring/
https://health-infobase.canada.ca/biomonitoring/
https://wwwn.cdc.gov/nchs/nhanes/search/datapage.aspx?Component=Laboratory
https://wwwn.cdc.gov/nchs/nhanes/search/datapage.aspx?Component=Laboratory
https://hbm.vito.be/eu-hbm-dashboard
https://hbm.vito.be/eu-hbm-dashboard
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref47
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref47
https://vizhub.healthdata.org/gbd-results/
https://databank.worldbank.org/source/population-estimates-and-projections#
https://databank.worldbank.org/source/population-estimates-and-projections#
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref50
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref50
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref50
https://www.who.int/data/gho/data/indicators/indicator-details/GHO/life-expectancy-at-age-60-(years)
https://www.who.int/data/gho/data/indicators/indicator-details/GHO/life-expectancy-at-age-60-(years)
https://www.who.int/data/gho/data/indicators/indicator-details/GHO/life-expectancy-at-age-60-(years)
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref52
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref52
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref52
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref53
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref53
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref53
https://www.transportation.gov/office-policy/transportation-policy/revised-departmental-guidance-on-valuation-of-a-statistical-life-in-economic-analysis
https://www.transportation.gov/office-policy/transportation-policy/revised-departmental-guidance-on-valuation-of-a-statistical-life-in-economic-analysis
https://www.transportation.gov/office-policy/transportation-policy/revised-departmental-guidance-on-valuation-of-a-statistical-life-in-economic-analysis
https://www.transportation.gov/office-policy/transportation-policy/revised-departmental-guidance-on-valuation-of-a-statistical-life-in-economic-analysis
https://www.epa.gov/environmental-economics/mortality-risk-valuation
https://www.epa.gov/environmental-economics/mortality-risk-valuation
https://cpcb.nic.in/uploads/plasticwaste/LCA_Report_15.05.2018.pdf
https://cpcb.nic.in/uploads/plasticwaste/LCA_Report_15.05.2018.pdf
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref57
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref57
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref57
https://plasticseurope.org/wp-content/uploads/2021/10/2018-Plastics-the-facts.pdf
https://plasticseurope.org/wp-content/uploads/2021/10/2018-Plastics-the-facts.pdf
https://plasticseurope.org/wp-content/uploads/2021/10/2018-Plastics-the-facts.pdf
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref59
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref59
https://apps.fas.usda.gov/newgainapi/api/Report/DownloadReportByFileName?fileName=Japan+to+Ban+Polyvinyl+Chloride+Food+Packaging+Containing+Di+%282-ethylhexyl%29_Tokyo_Japan_12-02-2002.pdf
https://apps.fas.usda.gov/newgainapi/api/Report/DownloadReportByFileName?fileName=Japan+to+Ban+Polyvinyl+Chloride+Food+Packaging+Containing+Di+%282-ethylhexyl%29_Tokyo_Japan_12-02-2002.pdf
https://apps.fas.usda.gov/newgainapi/api/Report/DownloadReportByFileName?fileName=Japan+to+Ban+Polyvinyl+Chloride+Food+Packaging+Containing+Di+%282-ethylhexyl%29_Tokyo_Japan_12-02-2002.pdf
https://apps.fas.usda.gov/newgainapi/api/Report/DownloadReportByFileName?fileName=Japan+to+Ban+Polyvinyl+Chloride+Food+Packaging+Containing+Di+%282-ethylhexyl%29_Tokyo_Japan_12-02-2002.pdf
https://apps.fas.usda.gov/newgainapi/api/Report/DownloadReportByFileName?fileName=Japan+to+Ban+Polyvinyl+Chloride+Food+Packaging+Containing+Di+%282-ethylhexyl%29_Tokyo_Japan_12-02-2002.pdf
https://eur-lex.europa.eu/legal-content/EN/ALL/?uri=CELEX%3A32007L0019R%2802%29
https://eur-lex.europa.eu/legal-content/EN/ALL/?uri=CELEX%3A32007L0019R%2802%29
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref62
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref62
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref62
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref62
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ%3AL%3A2006%3A396%3ATOC
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ%3AL%3A2006%3A396%3ATOC
https://laws-lois.justice.gc.ca/eng/regulations/SOR-2016-188/page-1.html
https://laws-lois.justice.gc.ca/eng/regulations/SOR-2016-188/page-1.html
https://www.cpsc.gov/Regulations-Laws--Standards/Statutes/Summary-List/Consumer-Product-Safety-Improvement-Act-CPSIA
https://www.cpsc.gov/Regulations-Laws--Standards/Statutes/Summary-List/Consumer-Product-Safety-Improvement-Act-CPSIA
https://www.cpsc.gov/Regulations-Laws--Standards/Statutes/Summary-List/Consumer-Product-Safety-Improvement-Act-CPSIA
https://www.legislation.gov.au/F2011L00192/latest/text
https://english.www.gov.cn/policies/policy_watch/2018/02/05/content_281476036805432.htm
https://english.www.gov.cn/policies/policy_watch/2018/02/05/content_281476036805432.htm
https://www.fssai.gov.in/cms/Amendment-FSS-Packaging.php
https://www.fssai.gov.in/cms/Amendment-FSS-Packaging.php
https://www.worldwildlife.org/publications/who-pays-for-plastic-pollution
https://www.worldwildlife.org/publications/who-pays-for-plastic-pollution
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref70
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref70
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref70
http://www.thelancet.com

Articles

71 Karali N, Khanna N, Shah N. Climate impact of primary plastic produc-
tion. Lawrence Berkeley National Laboratory; 2024. Report No.: LBNL-
2001585. Available from: https://escholarship.org/uc/item/12s624vf.

72 Khraishah H, Alahmad B, Ostergard RL, et al. Climate change and
cardiovascular disease: implications for global health. Nat Rev
Cardiol. 2022;19(12):798-812.

www.thelancet.com Vol = m, 2025

73

74

Kahn LG, Philippat C, Nakayama SF, Slama R, Trasande L. Endo-
crine-disrupting chemicals: implications for human health. Lancet
Diabetes Endocrinol. 2020;8(8):703-718.

Gore AC, Chappell VA, Fenton SE, et al. EDC-2: the endocrine
society’s second scientific statement on endocrine-disrupting
chemicals. Endocr Rev. 2015;36(6):E1-E150.

15


https://escholarship.org/uc/item/12s624vf
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref72
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref72
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref72
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref73
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref73
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref73
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref74
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref74
http://refhub.elsevier.com/S2352-3964(25)00174-4/sref74
http://www.thelancet.com

	Phthalate exposure from plastics and cardiovascular disease: global estimates of attributable mortality and years life lost
	Introduction
	Methods
	Study population
	Measurement/estimation of phthalate metabolites
	Estimating hazard for cardiovascular mortality due to DEHP
	Mortality data
	Calculation of population attributable deaths due to DEHP exposure
	Calculation of excess cardiovascular-related years of life lost due to phthalate exposure

	Estimates of attributable mortality due to plastics
	Worked example: estimation of excess cardiovascular (CV) deaths in India due to phthalate exposure
	Attributable deaths (Step 1). IHME cardiovascular mortality data
	Attributable deaths (Step 2). Hazard ratios
	Attributable deaths (Step 3). Calculation of excess cardiovascular mortality rate (CVMR)
	Attributable deaths Step 4. Population data
	Attributable deaths (Step 5). Baseline cardiovascular deaths
	Calculating attributable YLL

	Sensitivity analyses
	Ethics
	Statistics
	Role of funders

	Results
	Discussion
	ContributorsMs. Sara Hyman contributed to all parts of the project and sections of the manuscript, excluding funding acquis ...
	Data sharing statementMost of the data utilised in this study is publicly available and no individual-level data was collec ...
	Declaration of interests
	Acknowledgements
	Appendix A. Supplementary data
	References


