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Summary

Background Future trends in disease burden and drivers of health are of great interest to policy makers and the public
at large. This information can be used for policy and long-term health investment, planning, and prioritisation. We
have expanded and improved upon previous forecasts produced as part of the Global Burden of Diseases, Injuries,
and Risk Factors Study (GBD) and provide a reference forecast (the most likely future), and alternative scenarios
assessing disease burden trajectories if selected sets of risk factors were eliminated from current levels by 2050.

Methods Using forecasts of major drivers of health such as the Socio-demographic Index (SDI; a composite measure
of lag-distributed income per capita, mean years of education, and total fertility under 25 years of age) and the full set
of risk factor exposures captured by GBD, we provide cause-specific forecasts of mortality, years of life lost (YLLs),
years lived with disability (YLDs), and disability-adjusted life-years (DALYs) by age and sex from 2022 to 2050 for
204 countries and territories, 21 GBD regions, seven super-regions, and the world. All analyses were done at the
cause-specific level so that only risk factors deemed causal by the GBD comparative risk assessment influenced future
trajectories of mortality for each disease. Cause-specific mortality was modelled using mixed-effects models with SDI
and time as the main covariates, and the combined impact of causal risk factors as an offset in the model. At the all-
cause mortality level, we captured unexplained variation by modelling residuals with an autoregressive integrated
moving average model with drift attenuation. These all-cause forecasts constrained the cause-specific forecasts at
successively deeper levels of the GBD cause hierarchy using cascading mortality models, thus ensuring a robust
estimate of cause-specific mortality. For non-fatal measures (eg, low back pain), incidence and prevalence were
forecasted from mixed-effects models with SDI as the main covariate, and YLDs were computed from the resulting
prevalence forecasts and average disability weights from GBD. Alternative future scenarios were constructed by
replacing appropriate reference trajectories for risk factors with hypothetical trajectories of gradual elimination of risk
factor exposure from current levels to 2050. The scenarios were constructed from various sets of risk factors:
environmental risks (Safer Environment scenario), risks associated with communicable, maternal, neonatal, and
nutritional diseases (CMNNSs; Improved Childhood Nutrition and Vaccination scenario), risks associated with major
non-communicable diseases (NCDs; Improved Behavioural and Metabolic Risks scenario), and the combined effects
of these three scenarios. Using the Shared Socioeconomic Pathways climate scenarios SSP2-4.5 as reference and
SSP1-1.9 as an optimistic alternative in the Safer Environment scenario, we accounted for climate change impact on
health by using the most recent Intergovernmental Panel on Climate Change temperature forecasts and published
trajectories of ambient air pollution for the same two scenarios. Life expectancy and healthy life expectancy were
computed using standard methods. The forecasting framework includes computing the age-sex-specific future
population for each location and separately for each scenario. 95% uncertainty intervals (Uls) for each individual
future estimate were derived from the 2-5th and 97-5th percentiles of distributions generated from propagating
500 draws through the multistage computational pipeline.

Findings In the reference scenario forecast, global and super-regional life expectancy increased from 2022 to 2050, but
improvement was at a slower pace than in the three decades preceding the COVID-19 pandemic (beginning in 2020).
Gains in future life expectancy were forecasted to be greatest in super-regions with comparatively low life expectancies
(such as sub-Saharan Africa) compared with super-regions with higher life expectancies (such as the high-income
super-region), leading to a trend towards convergence in life expectancy across locations between now and 2050. At
the super-region level, forecasted healthy life expectancy patterns were similar to those of life expectancies. Forecasts
for the reference scenario found that health will improve in the coming decades, with all-cause age-standardised
DALY rates decreasing in every GBD super-region. The total DALY burden measured in counts, however, will increase
in every super-region, largely a function of population ageing and growth. We also forecasted that both DALY counts
and age-standardised DALY rates will continue to shift from CMNNs to NCDs, with the most pronounced shifts
occurring in sub-Saharan Africa (60-1% [95% UI 56-8-63-1] of DALYs were from CMNNs in 2022 compared with
35-8% [31-0-45-0] in 2050) and south Asia (31-7% [29-2-34-1] to 15-5% [13-7-17-5]). This shift is reflected in the
leading global causes of DALYs, with the top four causes in 2050 being ischaemic heart disease, stroke, diabetes, and
chronic obstructive pulmonary disease, compared with 2022, with ischaemic heart disease, neonatal disorders, stroke,
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and lower respiratory infections at the top. The global proportion of DALYs due to YLDs likewise increased from
33-8% (27-4-40-3) to 41-1% (33-9-48-1) from 2022 to 2050, demonstrating an important shift in overall disease
burden towards morbidity and away from premature death. The largest shift of this kind was forecasted for sub-
Saharan Africa, from 20-1% (15-6-25-3) of DALYs due to YLDs in 2022 to 35-6% (26-5-43-0) in 2050. In the
assessment of alternative future scenarios, the combined effects of the scenarios (Safer Environment, Improved
Childhood Nutrition and Vaccination, and Improved Behavioural and Metabolic Risks scenarios) demonstrated an
important decrease in the global burden of DALYs in 2050 of 15-4% (13-5-17-5) compared with the reference
scenario, with decreases across super-regions ranging from 10-4% (9-7-11-3) in the high-income super-region to
23-9% (20-7-27-3) in north Africa and the Middle East. The Safer Environment scenario had its largest decrease in
sub-Saharan Africa (5-2% [3-5-6-8]), the Improved Behavioural and Metabolic Risks scenario in north Africa and the
Middle East (23-2% [20-2-26-5]), and the Improved Nutrition and Vaccination scenario in sub-Saharan Africa
(2-0% [-0-6 to 3-6]).

Interpretation Globally, life expectancy and age-standardised disease burden were forecasted to improve between
2022 and 2050, with the majority of the burden continuing to shift from CMNNs to NCDs. That said, continued
progress on reducing the CMNN disease burden will be dependent on maintaining investment in and policy emphasis
on CMNN disease prevention and treatment. Mostly due to growth and ageing of populations, the number of deaths
and DALYs due to all causes combined will generally increase. By constructing alternative future scenarios wherein
certain risk exposures are eliminated by 2050, we have shown that opportunities exist to substantially improve health
outcomes in the future through concerted efforts to prevent exposure to well established risk factors and to expand

access to key health interventions.

Funding Bill & Melinda Gates Foundation.

Copyright © 2024 The Author(s). Published by Elsevier Ltd. This is an Open Access article under the CC BY 4.0

license.

Introduction

Comprehensive forecasts and alternative future scenarios
of disease burden are in high demand from policy
makers and planners of health-care systems and are also
of great interest to the general public. A key feature for
health forecasts to be useful is that changes in population
size and age composition of future populations are built
in. Future population estimates are needed to enumerate
effects of, for example, ageing populations on disease
burden, so that health system capacity can be planned
accordingly. Likewise, widespread reductions in fertility
that have been observed in past decades have
consequences for future school and education systems,
the size of the workforce, and capacity of pension systems
to support a growing older population."

Over the past several decades, a series of forecasting
studies have been built on historical estimates of disease
and injury burden from the Global Burden of Diseases,
Injuries, and Risk Factors Study (GBD). GBD forecasts of
mortality and disability-adjusted life-years (DALYs) were
initially produced at the regional level for 1990-2020°and
were updated a decade later to include projections to
2030.* In 2011, regional forecasts were published for
communicable and non-communicable disease burden
through 2060 that integrated GBD estimates with
methods from the International Futures economic
modelling framework,” and more recently, forecasts of
mortality and independent drivers of health to 2040 were
published at the country level.® A GBD-based analysis
also produced detailed forecasts of population size, age
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structure, fertility, migration, and all-cause mortality for
195 countries and territories to 2100.!

In this study, we extended country-level GBD forecasts
of disease burden to include non-fatal disease burden
and present estimates of years lived with disability
(YLDs), DALYs, and healthy life expectancy (HALE) for
204 countries and territories to 2050, in addition to
measures of fatal disease burden—mortality, years of life
lost (YLLs), and life expectancy.

Methods

Overview

We projected 359 causes of fatal and non-fatal disease
burden from 2022 to 2050 for 204 countries and
territories using GBD 2021 estimates.”® Our modelling
framework is multi-staged, wusing forecasts of
independent drivers of health to inform forecasts of
cause-specific health outcomes. In our framework, we
forecasted drivers of disease, such as age-specific fertility
rates by location, age-specific educational attainment by
location, and projections of risk factor exposure—such
as smoking—by location,” in order to obtain forecasts of
cause-specific and all-cause mortality and YLLs. Cause-
specific forecasts for mortality—incidence ratios (MIRs)
and mortality—prevalence ratios (MPRs) are combined
with forecasts of mortality to produce estimates of non-
fatal disease burden (YLDs) by age, sex, location, and
cause (appendix 1 figure A). Forecasts of YLLs and YLDs
are combined to produce forecasts of DALYs, and
forecasts of mortality are used along with forecasts of

See Online for appendix 1
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Research in context

Evidence before this study

The first forecasts of global disease and injury burden were
published a quarter of a century ago. They were part of the first
Global Burden of Diseases, Injuries, and Risk Factors Study
(GBD) and provided baseline forecasts and optimistic and
pessimistic scenarios globally and for eight regions, by sex, in
14 age groups, for nine disease clusters and their child causes
from 1990 to 2020. Independent drivers of health in the
forecasting regression models were income per capita, years of
education, smoking intensity, and time. A 2006 update based
on the same GBD framework extending these forecasts to 2030
was based on WHO Global Burden of Disease estimates from
2002. Hughes and colleagues—published in 2011—integrated
GBD data with the International Futures modelling system to
produce forecasts and scenarios to 2060 for three major cause
groups (communicable diseases, non-communicable diseases,
and injuries). This study used explicit forecasts of a wider set of
drivers including childhood underweight, BMI, unsafe water,
poor sanitation and hygiene, ambient and household air
pollution, climate change, and motor vehicle ownership.
Climate change was captured as mediated through agricultural
yield on childhood mortality. In 2018, the most detailed GBD
forecasts of mortality, risk factor exposure, and risk factor
burden to 2040 were published for 195 countries and territories
for 250 causes of death using 79 drivers of health. These health
drivers included all GBD 2016 risk factors; selected vaccines; and
the Socio-demographic Index (SDI), a composite measure of
development that includes lag-distributed income per capita,
mean years of educational attainment, and total fertility rate
under 25 years. In addition to a reference forecast, optimistic
(better for health) and pessimistic (worse for health) scenarios
were also produced. These alternative scenarios were
constructed from past rates of change for all drivers of health
across locations by setting all in an either optimistic or
pessimistic position.

Added value of this study

This study updates previous mortality forecasts and aligns with
the GBD 2021 estimates. For the first time, country-level
forecasts include a full set of burden measures: deaths, years of
life lost, years lived with disability, disability-adjusted life-years
(DALYs), life expectancy, and healthy life expectancy.
Considering non-fatal diseases, this expands the number of
diseases and injuries GBD forecasts from 250 to 359.

The current study includes several methodological refinements.
First, ambient mean temperature was added as a risk factor,
allowing for forecasts of effects of temperature changes on
cause-specific mortality as well as scenarios of different
trajectories of mean global surface temperatures and associated
effects on health. Second, we untangle the co-dependence
between risk drivers via the modelling of intrinsic summary
exposure values through the application of mediation factors
(see appendix 1 section 2.1.6.2). This allows us to make
independent predictions of the component risk trends and

combine their future effects without over-counting.

Third, we forecast risk factor exposures using an ensemble of
models rather than a single rate of change model.

The ensemble includes earlier rate of change models and adds a
set of meta-regression—Bayesian, regularised, trimmed
(MR-BRT) spline regression models that also allow for
covariates (such as SDI), with predictive validity informing the
sub-model selection. Fourth, in combination with GBD 2021
estimates, we present the first set of estimates and forecasts of
fatal and non-fatal burden due to COVID-19 for the first 4 years
of the pandemic (2020-23). This allows us to put the burden of
COVID-19 in the context of total disease burden. Fifth,

we evaluated the skill metric of our cause-specific forecasts for
deaths and DALYs. Sixth, we also developed new, target-based
scenarios rather than relying only on past rates of change
applied across all drivers of health. The first alternative scenario
forecasts the effects of eliminating exposure to unsafe water,
sanitation, and hygiene and exposure to household air
pollution by 2050, as well as the effects of an optimistic global
temperature and ambient air pollution scenario on future
location-specific, cause-specific disease burden. The second
scenario demonstrates the effects on disease burden from
eliminating smoking, diet, and metabolic risk factors including
high BMI, high LDL cholesterol, high systolic blood pressure,
and high fasting plasma glucose by 2050. The third scenario
forecasts the effects of eliminating childhood malnutrition risks
including child stunting and wasting, vitamin A deficiency, and
non-optimal breastfeeding; as well as increasing vaccination
rates for a range of common vaccines to 100% by 2050.

Implications of all the available evidence

Our reference scenario suggests that global age-standardised
disease burden and life expectancy will continue to improve
steadily to 2050, although at slower rates than in the several
decades preceding the COVID-19 pandemic (beginning in
2020). The greatest health gains are projected to occur in
locations with highest rates of deaths and DALYs as of 2022,
resulting in a convergence of disease burden across regions.
Across locations, the burden of disease will continue to shift
from communicable, maternal, neonatal, and nutritional
diseases to non-communicable diseases. Policy makers can use
our location-specific reference and alternative scenarios—which
forecast potential improvements in health outcomes if
exposure to key groups of risk factors were eliminated by
2050—to plan for the future and set policy priorities that target
the areas of health and risk exposure with the greatest room for
improvement. While our framework does not account for every
possible future threat to human health, our alternative future
scenarios suggest that there are considerable opportunities to
achieve better than expected health outcomes over the next
several decades—particularly in locations with the highest rates
of disease burden—if concerted efforts are made to reduce
exposure to known risk factors.
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fertility and migration to forecast population, which
allows for all of the cause-specific burden measures to be
aggregated to produce global estimates.

This analysis complies with the Guidelines on Accurate
and Transparent Health Estimates Reporting (appendix 1
table S2).° Analyses were completed with Python
version 3.10. All code used in the analysis can be found
online. Summaries of the modelling methods used in the
forecasts of independent drivers, risk factors, mortality,
fertility, population, and non-fatal burden are presented
in this report, with additional details available in
appendix 1 (section 2). Details on the mortality and
population forecasting frameworks were also reported
previously."* We estimated 95% uncertainty intervals
(Uls) by combining draw-level data from GBD with
draws from the forecast-generating models, when
sampling or posterior distributions were available. This
allows the propagation of uncertainty through the entire
modelling framework. We display the mean, 2-5th, and
97-5th percentiles of the draws for all scenarios in tables
and only for the reference scenario in figures. We also
produced alternative scenarios of disease burden to
reflect potential impacts of health policies.

Modelling

Independent drivers—demographic drivers

We modelled contraceptive met need and educational
attainment using the weighted annualised rate of change
described by Foreman and colleagues (2018)° with cross-
validation to select the parameters. For age-specific
fertility rate (ASFR) forecasts, we forecasted completed
cohort fertility by age 50 years by location and derived the
implied ASFR using cohort-age-specific models, as
detailed by the GBD 2021 Fertility and Forecasting
Collaborators.? We projected lag-distributed income
(LDI) per capita, a moving average transformation of
gross domestic product (GDP), by applying a decay
function forward in time to estimate future GDP for each
country and territory." Short-term GDP estimates
included estimates of the economic impacts of COVID-19
from 2021 to 2026 (appendix 1 section 2.1.3). Finally, we
standardised education—which included the estimated
effects of disruptions in schooling due to COVID-19 on
educational attainment (appendix 1 section 2.1.2)—LDI,
and ASFR, and took the geometric mean to obtain
location-specific forecasts of the Socio-demographic
Index (SDI), used as a driver for mortality and non-fatal
models to prevent issues with collinearity between the
three component drivers. We forecasted coverage of key
vaccines as described by Foreman and colleagues (2018)°
using a combination of linear mixed effects models for
the following vaccines: third-dose diphtheria, tetanus,
and pertussis (DTP3) vaccine; measles conjugate vaccine
doses 1and 2 (MCV1and MCV2); Haemophilus influenzae
type B (HiB) vaccine; pneumococcal conjugate (PCV3)
vaccine; and rotavirus vaccine (Rota). Estimates of
disruption in vaccine coverage during the COVID-19
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pandemic were incorporated into the vaccine coverage
forecasts (appendix 1 section 2.1.5).

Independent drivers—risk factors
We forecasted location-specific GBD summary exposure
values (SEVs) for 68 risk factors using an ensemble
model comprising six annualised rate of change models
and six meta-regression—Bayesian, regularised,
trimmed (MR-BRT) spline models driven by SDI. Within
each model branch, we varied recency-weighting
schemes among the six sub-models, from treating all
years equally (recency weight=0) to exponentially
weighting the most recent trends more heavily (see
appendix 1 section 2.1.6). MR-BRT includes a range of
statistical models—primarily non-linear and linear
mixed effects models—and fitting procedures.” Forecasts
of population attributable fractions (PAFs) by cause and
risk were computed using GBD past SEVs and relative
risks.”® Finally, we used novel risk factor mediation
methodology that allowed for the impacts of changes to
diet, BMI, fasting plasma glucose, smoking, and physical
activity to be mediated through systolic blood pressure,
LDL cholesterol, and plasma glucose levels. In this way,
changes in diet, smoking, and BMI risk factors have
secondary impacts on these mediator risk factors as well
(see appendix 1 sections 2.1.6.2-2.1.6.3 for details).
Additional details on the methodology to incorporate
risk exposure into the mortality modelling framework
are described by Foreman and colleagues® and in
appendix 1 (section 2.1.6). Figures for select SEVs globally
and by super-region for all scenarios can be found in
appendix 2 (figure S1).

Independent drivers—temperature and particulate matter
pollution

To forecast health impacts due to temperature and
ambient particulate matter pollution, we employed a
modelling approach distinct from the one described
above. Using Coupled Model Intercomparison Project
Phase 6 (CMIPG6) forecasted gridded global temperatures
for a reference and optimistic scenario with GBD
estimates of relative risks for the association between
temperature and cause-specific mortality—estimated
using the methods for evaluating the association
between cause-specific mortality and daily temperature
published by Burkart and colleagues*—we calculated
PAFs for each cause due to non-optimal temperature
(high and low separately), using the methodology from
GBD 2021.° See appendix 1 (section 2.1.6.7) for more
details. For ambient particulate matter pollution, we
used data from a study by Turnock and colleagues,”
which translates the same CMIPG6 scenarios into gridded
ambient air particulate matter concentrations. We
employed a similar GBD risk association strategy to
calculate PAFs for relevant causes due to air pollution
with GBD 2021 methods,” as detailed in appendix 1
(section 2.1.6.8).

For the code see https://ghdx.

healthdata.org/ghd-2021/
code

See Online for appendix 2
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Mortality and YLLs

Our mortality framework used the methods of Foreman
and colleagues® and Vollset and colleagues' with a few
minor changes. In short, we forecasted 220 mutually
exclusive, collectively exhaustive causes independently
using a three-component model comprising (1) the
underlying mortality modelled as a function of SDI,
time, and cause-specific covariates, (2) a risk factor scalar
capturing cause-specific combined risk factor effects, and
(3) a random walk with attenuated drift for unexplained
residual mortality. We used the model

h’l (mji;asl) =5t Biss D Ilt + eiast + 1n(Silust) + &y

where the first three terms of the right-hand side of the
equation constitute the logarithm of the underlying (risk-
deleted) mortality,

In(mY,q).

Silusl
sex,

is the risk factor scalar, and for the ith cause and sth

Oljjgs™~ N ( Ba,is”[;,is)

is a location-age-specific random intercept, §, is a global
fixed slope on SDI, and

eius ~N ( Be,i:l‘[(i,is)

is an age-specific random slope on the secular time
trend. Covariates also included risk factors for which the
PAF for the risk and the cause is 1, such as type 2 diabetes
and high fasting plasma glucose, because we could not
compute a risk factor scalar from a PAF of 1. To forecast
the residual trends not captured by risk factors, SDI, and
global secular trends in the basic model, we used an
autoregressive integrated moving average (ARIMA; 0,1,0)
with attenuated drift (exponential decay parameter=0-1)
on all-cause mortality, and for all other causes we used an
ARIMA (0,1,0) without drift. This allowed the model to
capture accelerating trends in all-cause mortality that
would not be captured at the detailed cause level. We
then cascaded the all-cause mortality envelope down to
the most detailed levels in the hierarchy by scaling the
cause-specific forecasts. Additional details are provided
in appendix 1 (section 2.2). For five out of 284 causes
(HIV, exposure to forces of nature, conflict and terrorism,
executions, and COVID-19), we wused alternative
approaches for past events that are stochastic in nature or
that are more suitable for capturing the unique
transmission and intervention dynamics of the HIV
epidemic. For COVID-19, due to severe data limitations
after 2021 and high uncertainty around potential longer-
term patterns in COVID-19 mortality, we chose to assume
that COVID-19 deaths and DALYs will decline linearly to
zero between 2023 and 2030. Detailed methods for these

custom models are described in appendix 1 (section 2.2.3).
We used the resulting estimates to produce forecasted
life tables and as inputs to the population cohort-
component model and the non-fatal burden estimates,
described below and in detail in appendix 1
(sections 2.3-2.5).

Forecasted YLLs were computed as the product of the
forecasted cause-specific death rates and standard life
expectancy at each age (using the GBD 2021 reference
life table).”

Population

We used the methods of Vollset and colleagues’ to obtain
forecasts of migration and population. Briefly, we used
past migration estimates from the UN’s Population
Division of the Department of Economic and Social
Affairs World Population Prospects 2022 report”* to
forecast net migration rates for each country or territory
as a function of natural population increase and mortality
from war and disaster. We then balanced migration rates
to achieve zero net migration globally. We used these
estimates in combination with age-sex-location-year-
specific all-cause mortality rates and age-location-year-
specific total fertility rates to calculate projections of
population.? Further information on the population and
life table calculations are described in appendix 1
(sections 2.4, 2.5). Forecasts of population were used to
produce counts for disease burden metrics and location,
age, and sex aggregations (such as global, all-age, and all-
sex rates).

Non-fatal burden

For the first time, we forecasted non-fatal disease burden
(YLDs) by individually modelling 290 causes
independently. In order to compute future YLDs, we first
forecasted incidence and prevalence for all causes. For
causes considered acute, we forecasted incidence using a
mixed-effect model of the MIR and forecasted mortality,
while for non-acute causes, we used a mixed-effect model
to obtain prevalence either via the MPR or directly from
GBD estimates of prevalence (such as in cases where
mortality is not present or constitutes a very small
portion of the disease burden for a given cause, such as
chronic low back pain). Where applicable, we then
converted these primary metrics into the secondary
metric using the prevalence-incidence ratio (PIR); for
instance, we obtained incidence for an acute cause, and
then converted the incidence to prevalence using the
forecasted PIR. For the MIRs, MPRs, and PIRs, we used
the model:

log ( Ru,s,l,y) =B0 + Bls DIl,y + T:a,5 + nl:u’s,ls DIl,y + 8a,s,l,y

where R,,, is the age-sex-location-year-specific ratio for a
given cause, with the covariate SDI,, being the location-
year-specific SDI. n,,,, is the age-sex-location-specific
random intercept, m,,,, is the age-sex-location-specific
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slope on SDI, and ¢,,,, is the residual term. The direct
prevalence model was similar, but in logit space without
the random slope term. Causes that were exceptions to
this general system included congenital causes where
incidence only occurs at birth, and composite cause
groups (other causes) for which prevalence and incidence
do not have a good definition. For the former, we
modelled both incidence and prevalence directly without
using the PIR; for the latter, we modelled the YLD-YLL
ratio and used forecasted YLLs to obtain YLD estimates.
We then computed average disability weights across
sequelae for each cause from the GBD 2019 estimates
and multiplied these by the forecasts of prevalence to
compute forecasts of YLDs. We added the YLDs to YLLs
to obtain DALYs. The division of causes into different
modelling strategies, causes that are exceptions to the
standard strategies, and model details can be found in
appendix 1 (section 2.3).

Scenarios

In addition to a reference scenario, we produced the
following alternative health scenarios to illustrate the
potential health gains from improvements to risk
exposure over the course of the next several decades.
These scenarios are designed to illustrate the potential
achievable benefit to better understand what is possible if
exposure to a set of key modifiable risk factors were
eliminated. The scenarios do not factor in cost or
feasibility of eliminating exposure, or analyse specific
policies that could be implemented; they simply forecast
potential disease burden in the coming decades if risk
exposure targets were realised. Target scenarios were
applied to future years for all locations at the most
granular age and sex level. In the rare instances that the
reference scenario was more optimistic that the target
scenario, the reference scenario values were used for
those location-year-age-sex subgroups.

Safer environment

This scenario assumes that exposure to unsafe water,
unsafe sanitation, unsafe hygiene, and household air
pollution will be eliminated linearly by 2050 in all
locations. In addition, forecasts of particulate matter air
pollution and non-optimal temperature reflect carbon
emissions trends from the Shared Socioeconomic
Pathways SSP1-1.9 scenario as published in the CMIP6
climate projections, representing an aggressive decrease
in emissions and reaching net 0 carbon dioxide emissions
by 2050 for the alternative scenario.”” The SSP2-4.5
scenario represents a “middle of the road” path for
reducing emissions and stays truer to historical trends
for the reference scenario. The resulting global
temperature anomalies reported for 2100 were 2-7°C for
the reference scenario and 1-9°C for the alternative
scenario.” We used the PM2-5 air pollution values
reported for the SSP2-4.5 and SSPI1-1.9 scenarios by
Turnock and colleagues.”

www.thelancet.com Vol 403 May 18, 2024

Improved behavioural and metabolic risks

This scenario assumes exposure to high adult BMI, high
systolic blood pressure, high LDL cholesterol, and high
fasting plasma glucose are linearly eliminated by 2050 in
all locations. It further assumes that exposure to non-
optimal diet for all GBD diet-related risk factors is
likewise eliminated by 2050; ie, all dietary components
included in GBD will be consumed at the level that
minimises health risk for that dietary component. In
addition, we assumed a linear reduction of current
tobacco smokers to zero by 2050 as well as no new
smokers after 2022 in all locations.

Improved childhood nutrition and vaccination

This scenario assumes exposure to child growth failure
(stunting, wasting, underweight), vitamin A and iron
deficiency, and suboptimal breastfeeding (discontinued
or non-exclusive) linearly decreases to zero by 2050 and
assumes a linear increase in vaccine coverage to 100% in
all locations by 2050 for the following vaccines: DTP3,
MCV1, MCV2, Hib, PCV3, and Rota.

Combined

This scenario combines all the target-based trends from
the Safer Environment, Improved Behavioural and
Metabolic Risks, and Improved Childhood Nutrition and
Vaccination scenarios.

Model performance

To evaluate our model performance, we used the
following skill metric,” designed to evaluate forecasting
accuracy for the validation period 2010-19:

RMSE (Model)
RMSE (Baseline Model)

skill=1-

where Model is the Institute for Health Metrics and
Evaluation (IHME) forecasting model and Baseline
Model is a simple model where the value in the year 2009
was held constant over 2010-19. For each model, we
calculated squared errors between observed and predicted
values for each cause-sex-location-year and winsorised
the errors at the 95% level. To calculate root mean square
error values, we took the square root of the average of the
winsorised squared errors across location-year. This skill
metric was reported for both mortality and DALY
estimates for males and females of all ages combined for
level 0 (all causes combined), 1 (aggregates of non-
communicable diseases [NCDs]; injuries; and a category
combining communicable, maternal, neonatal, and
nutritional diseases [CMNNs)), and 2 (disease and injury
aggregate groupings within the Level 1 cause groups such
as cardiovascular diseases and nutritional deficiencies)
causes in the GBD cause hierarchy (appendix 1 tables E, F).
A positive skill value indicates that the model being
evaluated performs better than the baseline model (here,

For CMIP6 see https://pcmdi.linl.
gov/CMIP6/
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597 64:0 566 599 643
(53-4-59:5) (58-0-68-8)

(54-5-64-1)

56-6

737

678
(627-71-6)

641

762
(69-9-80-3)

70-4

669

Nigeria

(55:3-63-7)

64-6

(58-4-68-9)
66.0

(532-60-2)
633

(66-6-77.9)

750

(612-66-8)

70-7

(64-5-73-9)
753

(641-69-5)
737

66-4
(633-69-3)

631

(60-3-657)

64-6
(61-2-67-7)

72:4
(70-3-74-1)

777
(75-1-79-9)

S3o Tomé and
Principe

(61-9-67-1)
625

(62:2-697)

66-2

(60-0-66-4)

603

(72-8-76-9)

753

(68:7-72-4)
675

(731-77-2)

73-8

(71:5-75:6)

70-8

657
(62:1-69-4)

599

(56-7-62-9)

629
(59-1-66-6)

707
(67-9-73-3)

786
(75-1-81.5)

Senegal

(59-2-65-7)

580

(62:0-70-4)

623

(56-8-63-9)
547

(72:0-78-4)

722

(64-7-70-0)
618

(708-763)
674

(67-9-731)
639

632
(57:0-67-7)

546
(50-9-58-3)

57:6
(52:4-62.0)

657
(60-1-69-9)

736
(63-2-78-2)

Sierra Leone

(52:9-62:0)

589

(54-0-67-1)
63-8

(51-4-58-2)
579

(65:6-77-2)
70-7

(57-3-65-5)
62:6

(60-5-71.8)
712

(60-3-67-1)
67:9

624
(56-2-67-0)

559
(52:2-59-4)

60-8
(55-8-65-4)

66-1
(61:3-70-0)

75:6
(68-4-80-1)

Togo

(54-0-62:9)

(57-3-69-2)

(53-8-61.7)

(64-5-75-4)

(58-6-65-9)

(66-6-750)

(641-71.0)

healthy life expectancy.

Estimates are listed as means (years) with 95% uncertainty intervals in parentheses. Rows with bold text indicate global and super-region results from the GBD location hierarchy. HALE:

Table 1: Life expectancy and HALE at birth in 2022 and 2050 (reference scenario) by location for males and females

a simple model holding 2009 values constant in the
future), and a negative value indicates that the evaluated
model performs worse than baseline. A negative skill
value thus suggests that a different modelling approach
might be needed for that particular sex-cause.

We used a 10-year hold-out period to assess skill in order
to strike a balance between maximising the available time
series of data (beginning in 1990) and producing a hold-
out forecast long enough to assess our annual projections
sufficiently. We believe that the structural nature of our
modelling approach (utilising risks and drivers with
known relationships to disease outcomes) will result in
more robust forecasts over long time horizons (20 or
30 years). Due to the limited time series of data we have,
we were not able to assess the long-term predictability of
our models and thus our 10-year hold outs might be more
sensitive to noise in the data than they are of long term
trends, leading to higher skill values over time.

Presentation of estimates

Disease and injury burden estimates for 1990, 2022, and
2050 are given in death and DALY counts as well as all-
age and age-standardised rates per 100000 population.
For changes over time, we present percentage changes
over the time period 2022-50. All final estimates were
computed using the mean estimate across 500 draws,
and 95% Uls are given as the 2-5th and 97-5th ranked
values across all 500 draws. Uls were computed for
forecasted alternative scenarios but are only reported in
the text and tables. For readability, figures only include
Uls for the past and the future reference scenario.

Role of the funding source

The funders of this study had no role in study design,
data collection, data analysis, data interpretation, or the
writing of the report.

Results

We forecasted the complete set of burden estimates
(deaths, YLLs, YLDs, DALYs, life expectancy, and HALE)
by age and sex for 204 countries and territories from
2022 to 2050. Forecasts have been produced for a
reference scenario (the most likely future in our
framework, assuming the continuation of past trends
and relationships) and for four alternative scenarios. Due
to space limitations, YLL and YLD forecasts are available
primarily in appendix 2 and on the GBD Foresight
visualisation tool.

Life expectancy and HALE, reference scenario

Global and super-regional trends

In the reference scenario, we forecasted continued
increases in global and super-regional life expectancy
between 2022 (global life expectancy of 73-6 years
[95% UI 72.7-74-4]) and 2050 (global 78-2 vyears
[75-2-80-3]), but at slower growth rates than in the three
decades preceding the COVID-19 pandemic in 2020-21*
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(table 1, figure 1, appendix 2 table S1). Globally, life
expectancy increased by an average of 0-27 years
(0-25-0-29) annually between 1990 and 2019 compared
with a 0-16-year (0-07-0-23) annual increase between
2022 and 2050, a statistically significant difference in
growth rate (appendix 2 table S1). Life expectancy growth
rates were significantly slower in the forecasted period
than the past period for the high-income super-region;
north Africa and the Middle East; and southeast Asia,
east Asia, and Oceania. Overall and for both males and
females, global life expectancy will continue to increase
in all seven GBD super-regions. From 2022 to 2023, we
estimate that life expectancies returned to or exceeded
2019 levels. By 2050, we forecast the global life expectancy
for males to be just above 75 years and for females just
above 80 years.

At the super-regional level, we forecast a convergence
of life expectancy in 2050, whereby countries with lower
life expectancy in 2022 are forecasted to see larger gains
in the coming decades and countries with relatively high
life expectancy in 2022 are forecasted to see slower
growth. The highest life expectancy in 2050 in the
reference scenario will be in the high-income super-
region (83-3 years [95% UI 82-9-83-6]); followed by
southeast Asia, east Asia, and Oceania (79-8 years
[77-8-81-6]); and Latin America and the Caribbean
(79- 6 years [77-1-81-5]; appendix 2 table S2). Although it
will remain the highest, life expectancy in the high-
income super-region is forecasted to have the smallest
increase across super-regions (from 81-4 years
[81-2-81-5] in 2022 or 81-5 years [81-5-81-6 ] in 2019),
while in sub-Saharan Africa, life expectancy will increase
from 64-4 years (62-6-66-0) in 2022 (63-9 years
[62-1-65-4] in 2019) to 73-6 years (69-4-76-2) in 2050—
the largest increase.

Global increases in life expectancy from 2022 to 2050
are forecasted to be greater among males than females;
71-1years (95% UI 70-1-72-0) to 76-0 years (73-2-77-9)
for males (increase of 4- 9 years [2-4-6-6]), and 76 - 2 years
(75-4-77-0) to 80-5 years (77-4-82-6) for females
(increase of 4-2 years [1-4-6-2]; table 1, figure 1). Life
expectancy will remain highest in the high-income super-
region in 2050 among both males and females (81- 3 years
[81-0-81-6] in males and 85-3 years [84-8-85-7] in
females), although increases will be minimal for females
in this super-region (1-4-year [1-0-1-8] change from 2022
to 2050). For both males and females, the super-region
with the lowest life expectancy in 2050 but also the largest
gains over the forecasted period will be sub-Saharan
Africa.

We likewise forecast continued increases in global
HALE in the reference scenario, from 62 - 6 years (95% Ul
60-1-64-9) for males in 2022 to 66-0 years (62-6-69-3)
in 2050, and 64-7 years (61-4-67-7) to 67-5 years
(63-3-71-6) for females over the same forecasted period
(table 1, appendix 2 figure S2). Super-regionally, HALE is
forecasted to be highest in the high-income super-region
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Figure 1: Global and super-regional life expectancy, 1990-2050 for females (A) and males (B)
Forecasts are based on the reference scenario. The black vertical line indicates the year 2022 (the first forecast

year).

in 2050 (70-8 years [67-3-73-8]), followed by 69-3 years
(66-0-72-4) in southeast Asia, east Asia, and Oceania
and 68-1 years (64-6-71-4) in central Europe, eastern
Europe, and central Asia. Country-specific life expectancy
and HALE forecasts can be found in table 1 and
appendix 2 (figure S3).

Decomposition of life expectancy changes by cause

In the reference scenario, a decline in cardiovascular
disease deaths was the leading Level 2 cause-specific
contributor to increases in life expectancy between
2022 and 2050 globally (35-4% of total life expectancy
gains) and in five of seven super-regions (figure 2).
Declines in respiratory infections and tuberculosis
deaths contributed the most to life expectancy gains in
sub-Saharan Africa and Latin America and the
Caribbean—largely due to COVID-19 declines—and
the second-most in the other five super-regions and
globally. At the global level, improvements in maternal
and neonatal deaths were the third-leading contributor
to life expectancy gains, followed, in descending order,
by enteric infections, chronic respiratory diseases,
neoplasms, and HIV/AIDS and sexually transmitted
infections.

Deaths and DALYs, reference scenario

Global trends

In the reference scenario, the numbers of global all-
cause deaths and DALYs are forecasted to increase
from 2022 to 2050, from 60-1 million (95% UI
57-0-63-2) deaths and 2-67 billion (2-39-2-97) DALYs
in 2022 to 90-7 million (83-9-99-6) and 3-15 billion
(2-72-3-60) in 2050 (table 2, appendix 2 table S4). At
the same time, age-standardised rates are forecasted to
decline, from 736-3 deaths (702-6-772-7) per 100000
and 33340-8 DALYs (30241-6-36798-4) per 100000 in

2221
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Figure 2: Decomposition of change in global and super-regional life expectancy, 2022-50, by Level 2 causes, for reference and combined scenarios

Life expectancy at birth in 2022 is denoted by the orange vertical line, while life expectancy at birth in 2050 is denoted by the blue vertical line. The horizontal bars
show the breakdown of causes of death trends by Level 2 GBD cause that have contributed to changes in life expectancy. Causes to the left of the 2022 life expectancy
value indicate increases in mortality rates (thus declines in life expectancy), while causes to the right of the 2022 value represent reductions in mortality that have led

to increases in life expectancy.

2022 to  547-8 (467-9-670-7) and 264213
(22106-8-31292-5) in 2050. All-age rates are forecasted
to increase as the global population ages, from
756-3 deaths (723-0-791-7) and 33548-3 DALYs
(30355-4-36963-4) per 100000 in 2022 to 967-2
(879-0-1087-6) and 33576-8 (28817-9-38853-2) per
100000 in 2050, respectively.

Leading causes of DALYs

Our reference forecast predicts a continued shift in
disease burden from CMNNs to NCDs, with 77-6% (95%
UI 74-2-79-9) of global DALYs in 2050 coming from
NCDs, an increase of 13-4% from 2022 levels (figure 3A).
At the super-regional level, the largest shifts are
forecasted to occur in sub-Saharan Africa (from 60-1%
[56-8-63-1] of DALYs due to CMNNs in 2022 to just
35-8% [31-0-45-0] in 2050) and south Asia (from 31-7%
[29-2-34-1] to 15-5% [13-7-17-5] over the forecasted
period). The two largest Level 2 causes of the global
increase in number of DALYs (both NCDs) were
neoplasms (from 255-5 million [237-7-273-3] DALYs in

2022 to 388-1 million [334-8-452-6] in 2050) and
diabetes and kidney disease (from 117-3 million
[103-7-134-3] DALYs in 2022 to 240-1 million
[192-6-287-8] DALYs in 2050; figure 3B, table 2). At the
Level 3 cause-specific level, ischaemic heart disease is
expected to remain the leading cause of total number of
DALYs at the global level (185-6 million [171-9-197-6]
DALYs in 2022 and 186- 5 million [128-6-260-4] in 2050),
while neonatal disorders will remain the leading cause of
age-standardised DALY rates in 2050 (2905-7 age-
standardised DALYs [2513-7-3352- 3] per 100000 in 2022
to 1941-7 [1554-1-2441-9] in 2050; figure 4A). Among the
top ten causes of global DALYs in 2022, all three CMNN
causes (neonatal disorders, lower respiratory infections,
and diarrhoeal diseases; plus COVID-19, which the
model dropped to zero DALYs by 2030) are expected to
drop in ranking—from second, fourth, and tenth to the
fifth, ninth, and 20th-leading causes—by 2050, while
stroke (ranked third in 2022), diabetes (fifth), and chronic
obstructive pulmonary disease (sixth) are forecasted to
increase in ranking to second, third, and fourth,

www.thelancet.com Vol 403 May 18, 2024



Articles I

(abed 3xau uo senunuod 7 3|qe] )

(6601 (g-€z/8 (¢/998 (510€8 (vt (e9zg (9852
(LLe1-L60)  (vL€1-960) (6816400  (SL21-G/2)  (6:8¢1-6:£2) -1-8€) -5-016T) -T/681) -£:808T1) ~-98/1) -£-86.T) -€5/97)  e|luowes [eproydAy
769 €69 ¥-59 9 ¥-59 69 31444 8:98tV vty /1) 8vSTY T99/Y -uou dnIseAu|
(8¥ot (e-€09Z (1:6€9Z (SSLvL (8:69€L ((ay74 (0-zoL¥t
(ovt-o£e)  (yii-5L)  (BTI1-T47)  (8011-597)  (QTII-T-LZ) -0:09) -8-708T) -8-/181) ~£-88L1) -8:/5/1) -5-08/T) ~v-Tiey) ploydAered
765 665 58S 84S $89 Fxans 0-068€ T616€ 9-8v8¢ S8LLE ST€8E 6-056/ puepioydAy
(8086 (3 cadad LSty SS (999692 (LSyrer (891869 (918669
(ovot-t-ov) (ST1S-T107)  (€€9/-1-067)  (9Te1-9:Lb) (8:85/-L-887) -2:8%9) -v£865) -8-9€07) -8:LV91€) -8:3¥/9) -0v¥882) -T¥95SY)
199 6-0€€ 61L¥ LLL 69 6508 0-8£56 S¥89/¢ 7 1E6 67 €/868 0-SEESY 8:8/E/S S95eRsIp [BR0yllelq
(r-91€ (z¥S6 (e-g6TT (£6S¥ LT (z-€6169 (872068 (0-z0LSe (€-6z€T8 (T-eeevg
-SvIr) (ET14-7:987) (2:656-L:2LE) (E42€-9-61T) -8-TLE) -0-508) -T-I8TTT) -T-€S£67) -b-8te /L€) -$-6190T) -T-9€5V€) -9:09899)
S-96T 819 S-£6S S10C 6765 9686 £:2008T T£609Y £:2908S $-686 91 1&:14 43 ¥-S6T0L SUoRdRYUI DB
(st (561686
(§1-00) (§1-00) (§1-0-0) (§1-0-0) (§1-00) -7197) (9-621-1:0) (L:£21-0-0) (€:671-0-0) (8:£¢1-0-0) (9£e1-00) -9¥2959)
€0 €0 €0 €0 €0 €968 05T St 672 9z St 6€6692 61-IA0D
(L¥¥YS (0-zhes (0-6T¥S (£15€S (6-£2€S (5-866€
(929-€¥0)  (¢l9-t¥2) (T£9-T¥2) (5£9-€v0)  (049-TvT)  (¢eS-T61) -/-0007) -5796T) -€/86T) -8-696T) -6:556T) -0-85¥1)
LTy STy La44 Va4 a4 STe 6-¥2SE [VAS 23 £T0SE 9-/L9¥¢E Sovve 0v6¥c elpaw snio
(66988 (z5€98 (1€898 (96958 (£-€058 (6178
(6-901-z6€)  (£901-1:6€)  (EV0T-06€)  (T'50T-0-6€)  (zV0T-06€) (L€T1-8Th) --€0v€) -8-7eEe) -9-7g€€) -b-7e€e) -/-0T€E) -€¥91¢) suondRyuL
61L Yavi 6-0L €1/ 60/ 6:G/ 65865 S-0v8Ss 61165 75285 16845 ¥6/95 ioyendsal saddn
(e€es (0Te9t (€¥zos (€1/9€8 (r-ervgot (6€0518 (06£000T (S-gLzett
-169€)  (beiv68y)  (EV6-€129)  (§TS/-T:909) (¢/6-E:9¥9) -€:65¢1) -1:09£95) -€-885€9) -09€/8/) -9¥¥809) -0L6V€/) -5$10€88) suonRul
083474 0765 689/ 7819 0/6L ovEVT 792599 9-ceeel 171926 8-€620/ 9-6/858 0-G2/00T Kiojendsal ;amor
(8:£9¢ (0085 (g-ovrty (8:09% 8¢ (Togety (L0g9E (z¥goge (e98€Ly
-G-TET) (8:89E-OVED)  (EV9E-9-€ET)  (S/SE-TOET) (96SE-ETET) -6:25%) ~7:£5691) -8:/619T) -9v/TLT) -9¥58ST) -0T609T) -6782LE)
0'61¢ S0ze T61C [44%4 891z 8:80S 6T 9z STv0Se 98899t S01SYT 9:978¥¢ 6259 TY siso|nosagn
(6-zo0t (zvgrr (g-€ovt (T-gozt (S-gzvT (£-00€€ (S-gzrser (T-T0L6CT (8-96595T (6-0£6 92T (z:095SPT (CRAZL D474 sisojndsaqny
-6-709) -8:624) -5-198) A7) -£:588)  -T'S997) -T-¥/V€8)  -LTIE6Y)  -9-€9950T)  -4°56698)  -0-88566)  -T-T9¥907) puesuondajul
6:9/L 6926 9T0TT L-9Y6 vLeaT 9-L¥6T 6-€0S70T ¥-£65/0T L-6€L8TT 9-TZI 0T 6:996 61T 1valee Kiozesdsoy
(zvS0L (e-8¥69 (6-8899 (9199 (00999 (9ovzvT AH
(5111-916)  (SOTT-#1€)  (2S01-€0€)  (0£0T-0F)  (¢:501-€0€) (¥-522-599) -£:S€0) -¢:L6T7) -6:0£22) -86522) -5-5€22) -967/€)  Buipnpxs suondajul
S29 029 $65 €09 569 €811 9vITy 9TIYIY TThoy vesor 5'866€ S00LL paniwsuen Ajjenxas
(e€ce (i3 (zeoee (r1952€ (r1o€E (rst9ze (33943 (568L€y
-0Z€)  (LTEE-ETETD)  (0€EE-8TIET)  (QTEE-GTIED) (9TEE-ETET) -T-0EY) -9:99¢¥1) -S-SY8ET) ~L:LTTYT) -€-€68€1) -STY8ET) -9:98€5€)
£:08T 8:6/1 S081 0-08T 8:6/1 LyLy 9196 8T 9-1Zh 8T 9-568 81 S08Y 8T 9T 8T 8178 8¢t SAIV/NIH
(z-L6€ (r-S56€ (T-26€ (11 (8-9z5/€ (5-€999€ (£yeeLe (€-6€59€ (9-g0¥9€ (S-€tzds suolzjul
--081) -S-6/1) (1-€6€-S-8/1) (V-€6€-/-8LT) -0-8/T) -0-/15) -5-665£T) -6-8CTLT) -6-0v¥ LT) 234749 -€-090/T1) -8-7h0Ty)  panwsuenjjenxos
€T 8The o0-o¥z €ove £6€ 0-€6S [&VAR14 €€95¢¢ LL€6TT 6-7€S e Lyivee €TvSov Pue SAIV/AIH
soseasip
(29699 (0-601L (¥-£0SL (80829 (z9ess  (v/Stin (€€SLTes (0865695  (9:£9v¥e9 (6-T2881S (0225565 (0-98256/ [euonLInu pue
-5-£9/€) -8-8€Th) -9-00%¥) -0-LL6€) -g-zehy)  -8:€668)  -6:80T6IE)  -9-9ITTVE)  -TET8YLE)  -0-T9S6TE)  -9-6566SE)  -TLE6QEY) ‘[eeuoau ‘eussiew
3 74:14 918¢S ¥¥19S 29505 T-7€9S 79266 £-TIT86E 0969/2y  ¥160/9F  T:8SL96€E 6-0vzghy 9-962£0L ‘a|qesuntuo)
(8-0925¢ (0-€560€ (L2Le9e (0-T9z0E (Sz6ete  (#86L9€  (1'690690€  (50655/5€  (S-8Sz6bre  (v/leiese  (1-498009€  (2:G28996¢
-€-T16 /1) -T:06/12) ~£:€298T1) -8:/b¥T17)  -8:901CC) -9TT0E) -T-¥Z6T6TT) -L¥1800/T) -0-€5TTSET) -9-€/T6997) -€:S8E0TLT) -S-9/ST6ET)
0627 1T ¥2209¢ T-90€ 2z 81795 €1cr9z  8-OPEEE 09S€¥997 @ EIV6CIE  8/LE90ELT  OSTOT60E  V¥9/8VIE  0¥8//99C sasned ||y
050T
‘olreudds 050¢ 050z ‘olreuds 0502
uoljeupde)  ‘oleudds S)SIY uoljeupde)  ‘oleUDS SISy
0507 pueuonuINN  Jljoges|y pue QSO ‘OleudIS 090¢ 0t pueuonIINN  DI|OGeIS|\ pUe  0S0C ‘OlRUIS
‘ol1eUdIS Pooyp|iyd |einoiAeyag JuawiuoliAug ‘olreuas ‘oueuds  0SOT ‘oueuddS Pooyp|iyd |einoiAeyog JuswiuodiAug 0502 ‘oleuds 20T ‘oeudds
pauiquio) ﬁm>0\_a_.c_ _uw>0\_arc_ 19jes ULy DUy paulquio) _um>0¥n__.c_ ﬁw>o\_QE_ 19jes 9UIJ3Y NURISJY

(00000t 42d) 3181 ATVQ pasipsepuels-aby

(spuesnoyz ur) sATyaabe-||y

2223

www.thelancet.com Vol 403 May 18, 2024



I Articles

(abed 1xdu U0 SENUUOD 7 3| )

[((Vaas (g-602T
(¢:(1-09) (T£1-0-9) (9-91-09) (0-£1-0-9) (991-09)  (vlt-Ten) -/-0EY) -vvey) (g€/1t-vgey) (Svoci-€:9zh) (T1911-9-€ck) (L¥102-€:068) suoidRuI
€01 €01 [} 0T 1-0T ¥-8T 06V VL€l 1-9¢/ €9¢/ v62L 8-0SET SpojeLIRU US|
(S01-£1) (zo1-9°T) (6:6-9T) (T01-9°T) (66-9T)  (601-T%) (0€Erg-C1ST) (S918-T:9¥T)  (L€18-S8¥T)  (V-€18-LSPT) (9:008-T¥PT)  (0£E8-EETE)
S s 0'S TS 6 A 8:9¢y T-ecy ey ey EYiv 6595 salqey
(6:9-8-0) (£9-80) (59-80) (£-9-80) (59-80) (r6-91)  (8L9v-v€9)  (reSv-L79)  (SEWP-€29)  (68Sh-6:79)  (8TvP-T79)  (z€0/-0-TiT)
&4 &4 154 [ 1T [a4 19T 0091 9-85T 6091 1-8ST S-TIe 13A3) MOJ[IA
(oThov (€-8/8¢€ (r150¥ (0-5/8€ (r18€ ((a%43
(SEr-v11) (9€v-b11) (6-€v-S°T1) (ev-v11)  (8er-v11)  (LTh-L¥T) -9-€STT) -S¥801) -G-GSTT) -£:9801) -0780T) -/-880T)
€9t €9t 59 €9t 79T 6:/T 005¢ €118 6705¢ €78€t v-8LET 1-860¢ anbuag
(81-8:0) (81-8:0) (81-80) (81-8:0) (81-8-0) (02-6:0)  (5567-6:9€T) (0:99z-66TT)  (6/87-9-T€T)  (LT/z-L€an) (6¥97-6:611)  (9€/1-8:84)
€1 [ €1 €1 T ¥ S-/0T 1-€81T 8.T0¢ 1-68T 9-€81 [g€a ewoypel]
(99502 (59861
(8-0t-14) (90z-€2) (L0T-€2) (L0T-€2) (90z-€4)  (vye-L8) -£65/) -9:57/) (98€07-50S/) (ET00T-¥-€€L) (L¥861-052s) (L€S6T-€:80L)
Y€1 (43 €€T €€ (433 9:ST 8LEE€T v/8TT 9-€TET 9:66¢T 098¢T [R41a0 SISBIDIAOYIUQ
(9¥-€1) (9¥-€1) (9¥-€1) (9¥-€1) (ov-€1)  (897-98)  (v/Eb-g-671) (T€ey-65e1)  (8¥Ep-1-621) (8veh-S9z1)  (8:7ey-8:5er) (V-€807-7:589)
9 ST 9T S ST 05T 9%t T-6€C S-Sz T-0¥7C 6-8€ S-/0TT sisetre|y d1reydwi]
(91-8:0) (91-8:0) (91-80) (91-8:0) (91-8-0) (£1-01)  (6V91-626)  (8:/91-9/8)  (9-€91-L16)  (08ST-¥/8)  (¢/S1-6-98) (£-L€1-L-18)
[ [ [ T [ €1 15T 00Tt 9T 1-0CT ¥-61T 6:50T 515023020133 513K
(5-886¢ (0-8¥9z (€296t (0-089¢ (zv9t
(T61-1-6) (0-61-06) (T61-1-6) (T61-1-6) (0-61-06)  (¢TT-¥6) -9-0£€T) -/-T61T) -6'0TET) -9-60¢T) -€76TT) (8:SEQT-L-€64)
€EeT €€ €1 €1 [ 9T 0-600¢ 066/T 6T86T S-zegt €86/ [-9¥TT 515021921354
(8-816€ (rv06€ (€:598€ (91L6T
(ST¥-£-01) (ET¥-L-0T) (9T-L-01) (ETP~£-01) (zTh-£01)  (VLE-6TT) ~L1/6) (ST/8€-6-€56) -¥:996) (£:5/8€-/-556) -6'156) -7-8¥0T1)
10T 10T 10T 10T 9:07 9Tz 09161 06981 0-£06T T1/81 G981 4 TAH SISRILIOSOISIYAS
(T+-50) (T¥-5-0) (T¥-50) (T-50) (Tv-50) (05-€0) (8:69€-£:9Y)  (LY¥SE-TSy)  (6£56-9SF)  (€99€-€Sh)  (P¥SE-T:Sh)  (116€-0-57) siselwosoued£iy
ST ST ST ST ST €1 T0ET i&:1at €6 6-8CT [ 14 €101 uedLyy
(S-zo6T (S08/1
(£-81-TL) (€81-1:2) (9-81-1-4) (eg1-12) (€81-14)  (112-0-9) -z:9¥/) -5:969) (L168T-Tevl) (V€8/1-T/69) (1:9L/1-¥169) (0-9991-E-29Y)
0T 81T 6TT 81T 81T 66 S90TT ¥-0€TT €66TT £0€TT YaTans 65/ SiseluRWYSIST
(L1-T1) (L1-T1) (L1-27) (£1-17) (£1-271) (ze-€0) (8€8T-6v61) (£09¢-6:9/1) (9¥8T-¥S6T) (8:8¥T-9:/T)  (86VT-9/1)  (6:8/T-5-€0T)
71 71 71 71 71 Vo ¥-GET [Rard 0-9€ 1-0TC 0TIC 0-8€t aseas|p sebey)
(g:1¥1C (£¥90T (P 691 (g-2v€T (9:SSzovt (5-0595¢T (06EEVTT (rs6€€t (0-s9€1T (TEV6E6
--€€T) -G-621) (£€691-07CT) (87081-9:£TT) -6TCT) -/YT€) -8-6920T) -€:0786) -¥/S¥6) -6-29/6) -8-8/€6) -17¥927)
9785 8195 L6V %S 0,6 18474 57888¢ 9-88€/E 8:58/¢€€ S¥598S¢€ S-/0S€E T-£/01S eleepy
(5¥9€e (9-g9z¢ (r-vSgrT (9:666T (0-SS8T (o-¥SSt (9-ST99ST (-gogTST (6-Tvv0ET (S¥S86ET (0-68162T (6-zvL 60T
-T-61€) -6-¥1€) -L-%0€) -8-T1€E) -1-¥0€) -1-€€9) -8-T¥692) -$-09£52) -1¥€6 52) -$-26452) -0-T6152) -/-88T8€) ®euejew pue saseasip
6-€92 R474 0-%£9 9-7TL T€L9 596 TYTLSS 0-LEV ES 19205 8-//81S 8-VEE6Y 6-zev /9 [eardos3 pazda|haN
(re-11) (rz-11) (re-11) (re-11) (e-11) (€z1T1) (¢6ST-9¥/)  (£9S1-9-7))  (S8ST-0-%/) (eSs1-22)  (8SS1-Td) (815T-64) SISBASIP SNOIdAUI
9T 9T 9T 9T 9T 91 ¥-601 /90T €80T 9:90T 1-90T 9-601 [eUNSAIULIBLIO
(abed snoinaid wouy panunuod)
050T
‘OL1eUDS 0502 050€ ‘o1eudds 0502
uoljeuddeA  ‘OLIBURS SYSIY uoljeudIRA  ‘OLIBUDIS SYSIY
0507 PpuUBUORLINN  DI|OGeIdN PUB  0SOT ‘Olieudds 050 ot pueuORIINN  Jl|OqeIRN PUB  0SOT ‘OleuDdS
‘olIeUddS pooypjiyd |einolneyag JUSWIUOIIAUT ‘olIeuads ‘oleUddS  0SOT ‘OleuUdS pooypiiyd |einolAeyag JuawWuoIIAUg - 0SOT ‘OlBURDS  ZZOT ‘Oleudds
paulquio) panoiduw) panoidu JETIIN DUIRYRY DUBIAYRY paulquiod panoiduw) panoiduw JET:IS DUIAYRY DUIRYRY

(00000t 13d) 2381 ATYQ pasipiepuels-aby

(spuesnoy ui) sATvaabe-|y

www.thelancet.com Vol 403 May 18, 2024

2224



Articles I

(9bed 1xdU UO SBNUIIUOD 7 3| )

(8991 (6TSPTT (8-g0S1T (gTp1T (z9ov 1T (Tzovtr (o9bzer
(eS€1-967)  (rSer-g6¥)  (09€1-96%)  (0-SET-S6%)  (0-SET-9:61) -6-0¢T) -¥SSTh) -0-791Y) -/-Sy1h) -V Iv1Y) -EShTh) -07856)
€8 L€8 €8 €8 v€8 STV z-0€0/ S150/ 8-820/ ¥:900L 9:9520/ TTITI SI9PIOSIp [eusdley
(£ovSe (6-9£9¢ (T-5£5¢ (o-g6¥z (0-9£5¢ (9-50S€ (0-€SzT9T (9950991 (9-STL291 (1-£084ST (9-zevzot (6-6v58c¢
-8-99ST) -1-S291) -2-S09T) -9-6¥ST) -7:S09T) -6-££92) -/-/1506) -€-T€0€6) -9-¥S816) -9-2£068) -/-SV916)  -8-9¥T99T) SI9p10SIp [e3RUO3U
8-686T 8:090¢ TS20T 6-656T 1-520¢ T-L¥0€ €9/11T L azlqar ¥-z6LTTt 7:90Z6TT 6-095 T €097 56T pue [eusdzely
(LeveTt [CR7740 (868601 (662901 (69701 (51864
(zget-vty)  (6S€1-2:9v)  (€6T1-9'Sh)  (TT€1-z9b) (8:871-SS¥) (T-OTT-T-LS) -G-/€2h) -6-990%) -8-9€TY) -1-610%) -6/6€) -9-61¢h) S3583SIP SN0
88 1-€8 7-08 08 z08 708 6-zees 75689 #-6969 79679 70699 €768S payadsuniayio
(£199€ (0-gbSe (€TT9€ (r-o8v€ (€-08¥€ (£-85€S
(STP-€6T) (ETP-E6T) (9:0v-1-61) (rov-6.g1)  (€ob-061) (CTL9Th) ~¥-8€/T) -T-TOZT) -8:/T/T) ~¥£/9T) -€7891) -9-82¢€)
S-8¢ Y-8z 08¢ 6:/C 8/T gtS [A%T4 €6/vT S-zeSe Y 1vie (837474 Tty siiyeday 1My
((F:Yaqs (g-€ecr (g-g6ctT (Ev9zT
(z91-5%) (6:51-51) (0ST-€) (SST-v¥) (6V1-€¥)  (¢h1-1-01) -9:98%) -6:65V) (1-86€T-T-0/) -They) -zgey)  (0°€€01-00€4) 191507
68 88 €8 S8 €8 T ¥-0/8 LY8L 8vE€g L€LL YAYA 1//8 sadiay pue ejjdLEA
(259691
(€T1-0%) (ter-0h) (#-09-£:5) (6:89-65) (709-£:9) (€LSt-L:9Y)  (9:88L-6FvD)  (Ev/L-€SvT) (6:TSSE-T5PE) (0-€0TY-/-8SE) (TTSSE-6-VFE) -¢:090€)
69 69 08T S61 08T ¥-61T g-ov¥ [&:13% €901 YLYTT 9:€90T [44:74 S9|sea
(8-9-9-0) (8-9-9-0) (96-2T) (96-2T) (96-£1)  (z0£-98)  (E1€9-#69)  (9:819-T:69) (vrS/-6€t)  (L¥E/-88TT)  (8:9E/-€TeT) (L€50T-5-G69)
1€ &3 s TS TS 9-8T 1-98C 6-€8C 6-96€ ay4:1 9-88€ €€g71 snueya|
(0-gTE (£-6€6T (€828t (eqeLeT (L€LLvT (L9tL€T (85220t
(6-9v-g€1)  (09v-S€1)  (L6€z-0T9)  (1'652-T99) (9:6€¢-0-19) -0-68) -1:6/8) -T€98) -6009€) -9-088€) -G-865€) --8089)
8:9C €9t 8TEL 6TVT 8TET €€g1 €92/T /891 ¥-029Z €5078 1519/ €0/6TT sissnuad
(0760 (0760 (6€-¥1) (¢v-51) (6€¥1) (€9-67)  (90€1-519)  (L6T1-019)  (8Sve-0/8)  (6V9z-€16)  (9She-898)  (¢:9zy-196T)
v 1 YT 9T YT 24 116 T16 0TST 9:65T £-0ST 0-€0€ euayydig
(1168 (6:£0€8 (6:5098 (0-0/18 (82208 (50085
(096-6:¢¥)  (8¥6-8:th) (916-8-1) (re6-61v)  (016-9Th)  (1°84-9-59) -1-692¥) -7:9€0b) -9:89Th) -6-926€) -0-5€6€) ~TYyiY)
8v9 €¥9 79 979 619 6-99 €19 €0/L5 9865 5899 6:£29S /-956% sijeydsoug
(rr9c (vesoer (Ge952T (evorer (eeeer (TsgLet (€£9181
(T9/1-049)  (vel1-+99)  (EV/1-969)  (rz81-€14)  (0V/1-69) RALD) -6:0£9) ~7-86€5) -6:£985) =£5119) -7:0899) ~LTYETT)
G-80T 8-90T [-0TT SYIT ¥-0TT 9-20¢ #6158 #-0028 €€998 €0898 [443%) 6-GSTIT siibuiuapy
(£s6¥ (0-88¥ (€299 (z-886 (zThvov (5-€£58€ (r-Les6y (€-6€T05 (8:506 L (586089
-6-127) -8:617) (0V99-2:667) (£-569-0-60€) -9-862) -€159) -€45681) -9-T618T) -0-0¥9€7) -€-STLET) -0-€T0€7) -1:96/8€) soseas|p
L-EEE 9-6C€ 0Ly Svov 0-9v¥ gL (3 4: Y44 S-0€99C 0-80C V€ S-SlTve L-69T EE 8-S6E1S SNOIRYULIBYIO
(T899 (12929 (£-6609 (6-€919 (£-€009 (6-T¥SS
(8¥8-9Sv)  (1€8-0'Sh) (£-82-0-€Y) (60g-1¥y)  (LgL-0€h) (TSlLTeh) -G-TL¥E) -6-25€¢€) -9-8/t€) -8'50€€) R&1143) -9:9€0¢) soseasip [edidony
99 £€9 ¥-09 129 09 €3S 0T98Y SEULY €v09¥ 9:8€9¥ 6-7eSh 9Ty paws|bau YO
(0:0-0-0) (0:0-0-0) (0:0-0-0) (0:0-0-0) (00-00)  (00-00) (0:0-0-0) (0:0-0-0) (0:0-0-0) (0:0-0-0) (0:0-0-0) (00-0-0)
00 00 00 00 00 00 00 00 00 00 00 00 SEISIP LIOM BIUIND
(€0-10) (€0-10) (€0-10) (€0-1-0) (€o-ro)  (ro-zo) (98€-9-91)  (1:9€-541) (tge-vs1)  (59€-941) (1:9€-541) (81€-8°€1)
z0 z0 z0 20 z0 ¢0 15¢ 6-€C 55 (&4 6-€C r1e Asoida
(-L0TT
(-8-1:€) (§8-1€) (§8-1€) (§8-1€) (§g-1€)  (z61-59) -8:96€) (£¥S01-€££€) (9¥0T1-856€) (S£S0T-v-8LE) (T¥S0T-T//€) (2/T91-81SS) saselpojewal}
s s s [ & [Ras 1119 8¥h9 6929 8979 LYv9 €986 au10q-poo4
(abed snoinaid wouy panunuod)
050T
‘olreudds 0502 0S0€ ‘oueudds 050¢
uoljeude  ‘0LBURIS SYSIY uoljeuddRA  ‘OLIBUDIS SYSIY
0507 puBUORUINN  DIOQeIdy PUB  OSOT ‘OLEUdS 050 44114 pueUORLINN DO PUB  0SOT ‘OlBURS
‘O_\_m:wum pooypjiyd |einoineyag JuswiuoliAug ‘O_\_m:wum ;O_Lmr_wUm 050¢ dtmcwum pooyp|iyd |einoiAeyag JuswiuoiiAug 050¢ ~O_‘_mr_mwum Yadore ‘O_\_m:wum
pauiquio) _uw>o‘_arc_ _uw>n:m»rc_ _wmmm wucw\_wwwm wu:whmﬁwm pauiquio) ﬁw>o\_&rc_ _uw>o‘_&r:_ ‘_wuﬁmm DURIRJRY wu:w\_wmwm

(00000t 13d) 2381 ATVQ pasipiepueis-3by

(spuesnoyz ur) sxTvaabe-|ly

2225

www.thelancet.com Vol 403 May 18, 2024



I Articles

(abed 3xau U0 sINUIIUOD 7 3|qe])

(15T (506t (\8744°14 (6:859 5t (zote9r (£¥06 S (1659 5¢ (5925t
-v611)  (999T-T0€T)  (£LTST-961T)  (SS9T-T-0ET)  (SS9T-T-0ET) -9-/T0) -/-0¥500) -Z-8T107) -S¥1v07) -8:60€07) -0-8T107) -2:/5000)
6:G€T 1214 T9€T -8rT 12141 045t 1989 €t 1-688CC S61S€C 0TTIET 00682t €€/9tC 19dUed YPRWOIS
(2891 (T€9961 (g-g¥Sce (061561 (T16/2C (9:€952t (€681t
(S/11-0T6)  (T-0ST-€-9TT) ($£11-0T6)  (90ST-9:9TT) (T-0ST-E-9TT) -/-0€T) -8:SEVST) -€-698/1) -V IVEST) -z0v081) -¥'298 /1) -T-/€S1T)
T-€0T 0C€T T-€0T €TET [IR43 9:LVT 8915 /T 9190 0C TL8ELT S1820T 8900t [9STET 1due [eabeydosap
(L-9z6¥ (€2965 (58687 (-zz09 (£196S (6¥61E
(9-€€-0-97) (TEP-5-€€) (9€€-6'52) (Tep-9€€)  (T€v-9€8)  (19€-960) -199/€) -1-955%) -8vv/€) -0165%) -9¥55¥) -1:/2927)
162 0-8€ 967 1-8€ 08¢ [&43 [&7l3% /815 [l Ykar2 81€CS 19815 1768 Joued xukreyd 13y
(TS0t (9-955¥ (g6LEY (z-06SY (£-9551 (T-9z8¢
(9-€€-8-00) (£-9€-0-€2) (9:€€-8:00) (8-9¢-T-€0) (£9€-0€0)  (T-2e-550) -5-/987) -¥¥50€) -1-9582) -£2£0€) -8-€50€) R ka4d)
59T (44 59T 6T 6t 8:8¢C 0°/55€ €0e/LE G-8€5€E 6:G¥LE S6TLE £-0T5¢C 190ued xukreydosen
(L9zT1t (£gTv1T (€0zotT (S¥PSTT (9/1P1T (60159
(06/-8-8%)  (5€8-0-99) (87/-8-89) (3€8-1:99)  (5€8-099) (£€4T19) --6888) ~1026) -8-/188) -/-1616) -€:0026) -1:59€9) 1ued
699 9v/L 899 (74 9L 119 £:9200T 6LE€0T 1-8¥66 Lyyyor 8-9€€0T €896S Ane> jesopuedr
(S-€zhe (6-c€0€ (VA5 24 (¥-£T0E (T-¥€0€ (y-611E (9-££006€ (z-€99¢SP (8-95868¢€ (g-08€€St (0-S/STsy (o-TTEELT
-G-GS6T) -£-00%2) -¥-¥96T) -¥-68€¢) -0-10V2) ~TEVLT) -8-€9€867)  -0-7S8VEE) -0-T/S/67)  -9:6VT9LE) -6-0T8VEE)  -8TOLLET)
T65TT 6-6/9t 8-69TC 6-999¢ 70892 STE6T T-022TVE -8v188¢€ 1-9€9 0¥ € 1-56068€ 9-86088¢€ 1-657 5S¢ swsejdoaN
(9-€699T (g-98¥ 1T (19229t (0-z9z1C (s€gv1e (€-g/8cz (441062 (9°61¥SLLT  (T-v/€4822  (9:19099ZT  (0-6VEV/Lec  (268STE6T
-€:05S611) -9-€9¥ 1) -££10TT) -G-TTEST) -v-z9¥S1)  -818081)  -£/9102/1) -T-85V8717) -T-9SS6T/T) -0TETCere) -6:509/¢re) -S-9¥0PIST) S95BISIP
0-8/1VT £-9S€8T 6-€SThT €TI9T8T €YSEQT  S-0S€0T /-6TS066T  S-6TTEVVYT  PT08886T  T9STSEVT  6-Teeevbe T-V6SETLT 3|qea1uNWWod-uoN
(£-956T (56891 (59291 (60291
(zS1-7-9) (0:ST-7-9) (TST-5) (Ly1-€5) (8¥1-¥5)  (6:0z-TST) --/€L) -:659) (T6¥61-52£/) (€:0891-7-559) -7:959) -G-/6TT) SODUADYIP
6 6 6 06 16 9:/1 (A4 7980T [ 7as 0'6/0T 9:6/01T S-zovt [eUORLINUIBYIO
(5195 (9095 (9209 (9-661€S (56101 (r6vL2S (9-gzeTs (9-£5605 (z08g9¥
-0€97) (8095-/797) (8:095-8797)  (¥195-0-€97) -9-297) -€187) -8-061+7) -/-/TT €7) -1¥20%2) -TYSE€D) -/-/02€7) -5-96¥12)
S-96€ 6-96€ 0-96€ €96¢ 8:56¢ S-zay ¥-€899¢€ 69T SE 0-70¥7 9€ 9-69€S€E /L TETSE 9-8Ev ¢t fuapyap uoa ieyaig
(5€1-09) (€1-09) (€1-0-9) (€1-0-9) (F€1-09)  (6T7-66) (9:606-T£6€) (TE06-TV6E) (LT06-9¥6E) (T¥06-GV6E) (9668-876€) (T:/VST-T:969)
76 76 76 76 76 vSt €419 €609 z019 6609 1409 €80T fouapyap v unwen
(g:L6T¥ (rL12y (€5gey (o-gzey (9:STTy (L¥S6€
(rev-Len) (rev-Len) ((Za&an) ((Zaa&an) (rev-Lc1)  (Pgr-vv1) -€-7921) -g-¥€et) RYAT4)] -0-6€2T) ~T-¥€CT) -8'G/1T)
(474 (474 (474 (4744 (4744 9/t 6-zEve €18€t VR X474 8:88€¢ 0-08€C 1952 Kuapyap aulpo)
(5-g6T (go6 T (T6€0tT (r69€¥T (o191 (g¥Lzet (r9sz€t
(S/11-819)  (09T1-£1S)  (8YP1-949)  (rgh1-089)  (LEVT-T:LS) -G-0vT) -9'1969) -G-zees) -0-0%€9) -0'9095) -6-85959) -0'v0/6) uonnuew
6L (72 €06 916 168 9:/91 S-81/8 1-06¥/ 9:5076 ¥:£0€8 T-//18 78SSTT Ab1sus-up3old
(292L (LveL (T-€58 (g-ovzg9 (L-T1gv9 (£-06£89 (9-€0659 (ot S9 (EzTTS9
-6-29¢) -0-29¢) (0-9€/-8-9LE) (1-£€/-6-LLE) (E£-SEL-S-SLE) -¥-9LY) -£-9/8¥¢€) -1-995¢€) -8-9T¥ S€) -9-99€ £€) -9-950 £€) -9-¥2z S€) SaPUAPYIP
€/15 0-91S 1-625 9-0€S [4:14 £:059 €969 6V T9EL9Y £:9800S LYSLLY S-SLELY 9-8€/8Y [euonLINN
[(Qrazd (6-505¢ (e (z19€t (6-ThPe (E-zaee (zv6L6vT (9-€€5¥StT (0-SSTTST (zeevort (0-£980ST (£-95091¢
~¥-G1ST) ~¥1/ST) -T-¥SST) -T-00ST) -TSST) -/-€152) -1:81098) -1-88583) -T¥0¥ £8) -/-8€9¥8) ~¥261/8) -0-908 95T)
59061 T-LL6T 8161 8:9/8T LIY6T £-506¢ 0-9VTPIT 6789 /TT £-€9/STT 8-66TCIT ¥-GZSSTT (2144 4°1% SISPIOSIP [eJRUOSN
(abed snotaaid woly panunuo)d)
0502
‘olreudds 0502 0S0¢ ‘oleuds 050¢
uoljeudde)  ‘OLBUDIS SYSIY uoljeunde)  ‘oLIeUIIS SYSIY
050 pueuonuinN Jljogels| pue 0S0¢C d:mcwum 050¢ radord pueuonuinN Jljogelsy\ pue 0502 ‘O_hmcmum
‘olIRURIS pooypjiyd |einoineyag JusIuolIAUg ‘oleuds ‘oueuas  0SOT ‘oleudds pooypjiyd |einoineyag JURWIUOIIAUT  0G0T ‘OleuUDS  ZZOT ‘oleuddS
pauiquio) panoidw) panoiduw 19)es 9dURIRYRY 9dURIRYRY pauiquio) panoidw panoidu| JETLES EAlICIEIEN] 9dURI3YY

(00000t 13d) 2381 ATYQ pasipiepueis-aby

(spuesnoyy ui) sATvaabe-|y

www.thelancet.com Vol 403 May 18, 2024

2226



Articles I

(abed 1x2U UO SBNUIIUOD 7 3| )

(G951 Tt (rz6Ser [CETanas (vLv9ct (0z6St (96525
(6-78-€°19) (16-899) (0-€8-¥°19) (T16-899)  (216-895) (8¥9-¢¥9) -T19€/) -¥-8¥5/) R &437)) -8:985/) ~8vss) -8vv/Y)
859 Ve 899 &L R4 665 €-€856 €:6886 77556 S-/€66 16886 -6/25 Jsdued ueleAQ
(9651E (9:067¥ (95¥1E (£-915¥ (0671 (9€€8¢
(S-61-5¥T) (6-0€-T-€7) (961-9-71) (8:06-1:€0) (606-1:€0)  (17€-597) -/ TL€7) -5-205€) -€v9€0) -7-915€) -G-205€) -6-1¢€0)
69T 89 69T 8:9¢C 8:9C €61 695/t G-886€ 9:S¥/T 56007 7-886€ 50097 19dUd BULIRIN
(9-€et (e-gerst (g-08L¥1 (Tovost (LYo6¥T (L6411 (o-zvgot
(0-g11-6'£4)  (£T21-9:08) (LL11-240)  (vTen-L08)  (8121-9-08) -501) ~T-0T¥ 01) -0-62€0T) -G-79€01) -7¥8€0T) -0-87€0T) -/-916)
96 66 096 966 166 (17441 9-619¢T JA %444 S-esseT 6-€05¢t Loty et v966 J9dued [BdIAIR)
(zeve (9-00¢ (¢St (658 ¢ (96807 (z6691¢ (Toerty (ov6801 (ozovze
-g:6¥1) (9:006-6-981) (C:EVz-6:6V1) (£00€-8-98T) -6:981) ~€C0) -8:¢S11Y) -0-825¥2) -9:52012) ~£-€69¥7) -0£25¥72) -v-€0v 6T)
€E6T S6€C €€6T §-6€C S6€C 9-8€C 0289/t 0-T18E¢CE 96V Lt 0//S5T€E €6/£CE £:6060C Jadued jsealg
(0-z0/9 (Tevg (82999 (€z819 (zg€19 (T¥68¢ abeji1ed
(££5-T97) (295-552) (9£5-1:97) (r95-9-52) (295-5'50)  (£9¢-6'50) ~1-££0€) -6:98/£2) -0/50€) -9:508¢) -€¥8/7) ~¥:/607)  le|ndiye pue auoq Jo
00 06€ 6:6€ T-6€ 06€ €1 6-87LY 091EY 8:00LY [1434 9-€TEY 1-9/5¢ wsejdoau Jueubijeyy
(8-809¢ (44533 (06£5€ (Tovee (zotee (6:911C sewiodies
(ggr-€gn)  (egr1gn) (£-ge-z-g81) (egz-181)  (c:gr-08D)  (9:5¢-€/T) -0-80€7) ~£-8117) -22620) ~£-T€1T) -T:/T12) -6-9T¥1) SN03SSORIIXD
344 0ze (4144 0ze 6T S0¢ T-618¢ 6-8/5¢ 6:/6/¢ 1-865¢ 89/5¢ T-569T 1ayjopueanssiyos
(€-gTov (€-.gg1€ (7696€ (9-gzee (€-£81€ (47435
(061-£-€T) (E-g1-€-€1) (T-61-£-€T) (€g1-T:€1) (egr-¢€1)  (T:91-2C1) -0-8/97) -9:/117) -0'¥¥97) RA34%4) -0°/112) -1-680T) Joued
91 [-ST €91 961 15T lag? [a13s YS9t 6-€TEE 0189¢ L Y¥9tT T/ECT UD{S BLUIOUB[RW-UON
(€181€ (9-zzge (Sv9t€ (56€87 (veege (e:5581
(60z-6¥1)  (L0T-L¥T) (6:02-671) (Lot-Lv1)  (LoT-£¥1)  (ETe-TLT) -¥68€2) -€9212) -7:08€2) -¢'S€10) -0:9712) -5°S8YT) eLwiouepW
1-8T 6L1 8t 61 61 96T S-6£8C 1-525¢ 0:928¢ £-8€5¢ [¥T5T 59691 upysjueubijeyy
(5-50€ (1S (z:€£95S (86€918 (¢L9v LS (SSLe6L (L1518 (99805
-¥:961) (6:G6¥-£02E)  (8/16-€€00) (1:8/V-T:60E) (1:96¥-8-0C€) -69%) -6-C18€€E) -€/¥68Y) -€TEQYE) -L¥89 V) -6:6¥68¥) -6:/651V) 190ued bun| pue
9:9¥T T-20% 9:95¢ ¥/8€ oy 0es 6507y v/STv9 LTy Sy ¥-€¢579 01929 1y oy ‘snipuolq ‘eatpel |
(zovve (rsesy (09tve (Thgsy (8vesy (rozve
(r1e-zlt)  (L0€-T1-50) (E1T-TL1) (8:0&¢:50) (Lot-vSt  (28E-5T€) -9:06/2) -€:5€9€) -€69/2) -6:2/9¢) -67€9€) -£-8687)
6T Y4 6T 8Lt Yokd €5¢ 9T80€ £-950¥ 8/50€ 58601 z950¥ L-€STE 12oued xuhie]
(zapt (r1L58c (e€tyie (58t 8 (z6091€ (zetpte (6852t
(0191-556) (0-961-1-811)  (#191-8:56)  (£:S61-//11) (0-961-T-8T1) -£-021) -6-89€91) -8¥89/1) -£:68¢91) -€118/1) -0'589/1) -812901)
et 6151 9vzL SIS 6TST TIEL 017812 €688 €t ¥-S¥/ 1T 1-9¥0¥%¢ 7688¢€¢ €G8STT 19dUd D3RR
(0525 (52655 (9-8€vS (r2v9s (61655 (65527
(L0&261)  (05E-v20) (L-0e-€61) (0§&-vca)  (0Sev2a) (1:8r-6:5€) ~V-Erre) -0-7LYE) -0°5T¥€) -9-v05€) -0-2L¥€) 3 14%9) Jdued ey
94t (14 Lye 14 14 Lty o 0-0€5Y 6oy reLSy 6625y 323743 Kreyjiq pue sappe|q|ed
(61 (6-891T (21999t (5-€6£8¢ (509t 92 (459 8¢ (g-z6€8T (ET9LPT
-£-901) (z0Tz-€:9¢1)  (T6/1-4-901)  (S0Tz-SGer)  (£0Tz-€-5¢T) -T-G€T) ~¥-22991) RaTax: ) -8:92591) -5-9978T) -E¥218T) -8/691T)
€G€T 6-8ST €GET T-65T 6-89T 6-8¥T £-8€L0T 9:6v€TT £:1090C [4%43 44 Lghete €€90€T JETAFEN
(0-€0€ (r-ege6e (T-8h¥SS (e€gr6e (902655 (T:6EV S5 (6:0159¢
Fpo1-€v6) (§6VE-9200)  (9V91-G¥6)  (VSbe-zzod) (9-G7€-9-200) -1:097) -8:S6191) -9-62662) -5-0£09T) -6-5720¢€) -9-/2667) —#299220) Joued
6:9eT /92 92T 8:99C 1-/9T 6-28¢ T €6S/TY 0601 €9gT Ty TYSLTY 1-€9/¥T w331 pue uojo)
(abed snoinaid wouy panunuod)
0502
‘ol1eUdIS 0S0¢ 050 ‘oleudds 0502
uoneumdepn d:mcwum SYSIY uoneumdepn ‘Otm:wum S)SIY
0507 PpueuonRuINN  Jljoges|y pue QSO ‘OleuldS 0S0¢ 220t pueuonRINN  DI|OqeIS|\ pUe QS0 ‘OlBUIS
dtm:wum pooyp|iyd |einoiAeyag JuswiuoliAug ‘O_Lm:wum ‘o_‘_m:wUm 050¢ ‘O_‘_mcwum Pooyp|iyd |einoiAeyog JuswiuoiiAug 050¢ ‘O_LNCWum Yadore ‘O_LmCQUm
pauiquio) _uw>o\_&E_ _uw>0\_n_rc_ hwwmm wu:w\_muﬁwm wu:m:mmww_ pauiquio) ﬁw>O\_QE_ _uw>o‘_arr__ ‘_wuﬁmm wu:w‘_wwww._ wucw\_muﬁwm

(00000t 13d) 2381 ATYQ pasipiepueis-aby

(spuesnoyz ur) sxTvaabe-|iy

2227

www.thelancet.com Vol 403 May 18, 2024



I Articles

(sbed 3xau U0 sENURUO 7 3|qe] )

(0-g€te (11992 (TS (0-€£9¢ (£-059¢ (g-gLbt
(8-51-2:0T) (£-ST-¥-01) (6:51-7:01) (9:S1-€01) (£S1¥01)  (SL1-9°21) -8:0007) -€1891) -0'¢66T) -/:069T) -1-1891) -6-7901)
ST ST STt fgas STt 9¥T Tl £¥60¢ 1-€9¥T 90TT 760 z9gTtT swsejdoau YO
(zzvLot (#2556 (e€9901 (3:2€96 (91556 (89812
(£9L-T8S)  (8¥/-6'99) (9-9/-:89) (8¥/-695)  (L¥/-6:95) (5:58-1-89) -6-99€8) -0-015/) -8-61€8) -1:0/5/) -€:905/) -0-50£9) swse|doau
€89 199 89 199 999 1L G-€596 0-€098 9:8856 1498 9-8658 /69 jueubijew J2Y1Q
(Test (S9€8¥T (6:£zT9T (992 ¥T (o/1291 (191191 (Yazaas
(L€1-9'64)  (86£1-8:06)  (9°€21-964)  (8:6€1-£:06)  (L-6E1-L-06) -gT11) -7:5686) -5+/5901) -/-6¥86) -€-STL0T) -725901) ~T°8€T6)
T-10T 9Vl T-10T SPIT 91T G-GET 9v/1TT [adA%an gIITCT yai 743" €€9TET 9:/8601 elLRe N
(9-€¥SS (9-05€S (L1188 (8:98€S (T-05€S (9:868¢
(0-T€-€-€7) (Tve-2:50) (0ze-€€0) (0¥€-1:50)  (1¥€&-rS)  (1€6-€90) -1-6£0%) -2-988¢) -¥-910h) ~v¥16€) -0-988€) -0-9T€7)
S/t S-6¢ S-/T (4 9:6¢ 0-0€ [ Ya% €519 6:69/% T-/¥9¥ 0-S19% €09 ewopAw 3(dinjnpy
(0-96SST (ETebht (£-0055T (z€eost (rst6vT (00158
(go11-0€/)  (EV11-9S0)  (LOT1-0°€4)  (P¥11-9'S0)  (E¥11-9G4) (2T01-8'58) -/-TS10T) --5€56) -5-6£00T) -6:6096) -/-1€56) -9:/92/) ewoydwik|
668 876 868 626 876 0€6 [-€59T1 6vzocT TI/STT ld41%a" 8-610¢CT 9658/ upjbpoH-uoN
(zergt
(L-£1-8:2) (§£1-9-2) (9£1-1-1) (S-£1-£-1) (S£1-9:4)  (S61-5-0T) -2088) (S91/1-87e8) (v86/1-€9/8) (Lves1-T-/eg) (TELL1-P-zeg) (50091-€:958)
f:¥as Vaa? 4 Vaas [T 8T G-€9€T 6:06TT TSSET 9:/6T1 16871 11071 ewoydwi| upjbpoy
(ryobt (8-96€T
(€8-29) (zg-19) (€8-z9) (Tg-19) (zg-19) (9-8-€2) -6-6€01) (#€521-0-T26) -7 ¥€01) (9-79eT-t:£26) (T€ST1-6:026)  (9¥S/-T-Th9)
(4 T/ L 0/ T/ 08 ¥-66TT 1-990T €€6TT T-€/0T 0:990T 8869 BLIOIRYIOSIN
(z¥see (e (S-ovEe (8-09%¢ (oTie (g-00¥T
(0-ST-¥-11) (0£1-6-C1) (0-ST-¥-11) (0-£1-0°€1) (0-/1-621)  (T91-T:€1) -7-6€LT) -€-06/1) -0-82/T) -0-908T) -1-06/1) -€-0¥11)
T-€T 6T T-€1 6T 61T 9¥T 6-€v0T ¥-80TC 9-0£0T 91T 1-80TT 8:89¢T 12dued ploiky .
SlnowiNg |93 SNOAIBU
(rv-81) (rv-81) (rv-81) (r-81) (E¥-81) (LyT1€)  (909¢-6-89T)  (S¥Pe-£/¥T)  (0-856-6:/ST) (6V¥E-0-8¥T)  (TEVE-E/VT)  (0-8€E€-01TT) [esaydisad say30
0€ 6C 0€ 6C 6C 8€ 1-6%C ¥-G€T {agd 1-S€ [R474 1-08¢ pue eWolse|qOINAN
(€8-LY) (zg-LY) (Tg-LY) (€8-L1) (T8-L¥) (84-S¥) (v:66/-L18Y) (L9v/-0lvYy) (£88LV'SLY) (W¥SL-61SV)  (S¥P/-09vy)  (T-TLS-1SPE)
L9 99 99 99 99 €9 T¥59 8609 S-S5v9 S-S19 1:809 8:/9Y 1ued a3
(L1y1 (S0€68T (T96€/T (69881 (g-0Lv /1T (g-06€/T (96201
-0'601) (P¥¥1-0-L01) (84P1-1:601) (E¥b1-6:901) (F¥¥1-0-L0T) (SECT-E-€6) ~¥-80T¥T) ~¥/L0€T) -9T/TYT) ~/-9TTET) -9-€/0€T) -5¥5872)
67T 97T [4Yat ¥-971 ¥-9z1 0-80T 98791 ¥-9TTST 09€¥ 9T €//TST T-TITST T-€706 12duBd SN pue urelg
(T-€908 (28988 (1861 (8-€£68 (65988 (€598
(r-8e-z08)  (0S-€6€) (5-8€-1-0€) (¢05-€6€)  (z0S-€6€) (6:55-TLh) -9/65) -6:05€9) -9-0165) -9:67¥9) -66v€9) -9-10TY)
L€€ 6t g-€€ 6y 6y €15 £5889 88LYL 9/189 0TLSL TlLyL 39444 492ued J3ppe|g
(8vevs (6-€606 (z8g¢eL (h16 (90606 (9-0zey
(Tgv-£97)  (1°€9-09€) (T-8¥-£-92) (0€9-65€)  (0€9-09€) (T:0S-¥¥¥) -5-87Th) -8-766Y) -€:90Th) -€:9209) ~/166Y) -€zge)
89 L1y 6:G€ Va4 LYy €LY £-€195 9-8%789 9-€85S 9:0689 €9¥89 z9/0% J13dued Kaupry
(56-8-9) (6-L:5) (§6-89) (-6-£:9) (#6-L:9) (r£-69)  (SLL6-1-€6%)  (P¥e6-4959)  (S€L6-L-069)  (6:/26-7°659)  (T:426-5-955)  (0-909-8-0€5)
9/ YL S/ YL VL 0L 8L 1-87/ 169/ 0TEL 6Lt ¥£95 13dUB 1B|Nd1S3|
((&3a4:14 (e6geee (8¥¥6L2 (6€g¢€C (96Le€C (6-9868
(8ge1-c¥8)  (rSzi-geg)  (S8Ti-evg)  (6Se1-Lzg)  (PSTi-gzg) (L€01-T¥g) ~7€eL /1) -9-20v¥1) -8T05/1) -9129 Y1) -9L6EVT) -0Tves)
S-S0T (430 €501 ¥-€0T (43 096 6-79€CC STLEQT T6€0Te ¥:0/98T €¥9€8T €878 1dUB) 33835014
(abed snoinaid wouy panuinuod)
050T
‘olreuS 050¢ 050 ‘oleus 0502
uoneuNIeA  ‘OLIBURIS SYSIY uoneUIeA  ‘OLIBUDS SHYSIY
0S0Z pueuonuINN  2IjOgeIdy pue  0S0Z ‘oueuddS 0S0¢ 20T pueuonuINN  JljogeIs|\ pue  0SOT ‘oleuds
‘oleuddS pooyp|iyd |einoineyag jusLIuoIIAUg ‘oleuUddS ‘oueuUddS  0S0T ‘OlRUDS pooyp|iyd |einoineyag juswiuolIAUg - 0SOT ‘OleURIS  ZZOT ‘OleuDS
paulquo) panoidu panoidw| 19)es ERCIETEN] ERCIETEN] paulquo) panosdu panoiduw 19)es DUIRRY ERICIEIEN]

(00000t 42d) 2181 ATYQ pasipiepuels-aby

(spuesnoyy ur) sxTvqabe-||y

www.thelancet.com Vol 403 May 18, 2024

2228



Articles I

(abed 32U U0 SENUIUOD 7 3|qe] )

(€882 (6-gvot (T6b01 (0566 (¢17009T (T¥19691 (1269t (S-01T19T (0175691 (zveoL8
-€-62h) -/-889)  (1€98-6:99%)  (1-¥/6-0-5¥S) -/-889) -0:058) -0-50256) -1-¥S6 80T) -6-€/2101) -1:669201)  -1-86880T) ~£:/59T/) aseasip Kreuow|nd
€8S S-88L 62€9 €0€L 988/ 726 0-8SE€TT 9¥689€T 8://60€T S-TTE6TT 7-€€89€ET 095962 BAIPNIISGOdIUOIYD
(6-gToT (S-go€T (s-€got (6-z€et (5-go€t (€-g9¢€t (z-0z5881 (o-¥00661 (T-€82/61 (9-o¥¥ 061 (£-£16 86T (0-90691T
-2-265) -8-894) -£-829) -0-5¢/) -8-89/) -g-6¥11) -/-0SL/T1) -2-S0T ZET) -6-L¥6 €21) -zvET9TI) ~TTVTTET) -T-T29£6) saseasip
6-9/L 1-700T 798 z9¥6 T-¥001 S-z9TT SYE66VT T-0€LE9T 1-§STLST 875 9ST 6-679€9T §-28S/0T Kiozesdsaidiuoiy)
(¢vyt (£96zCC (g¥gzgr (0-zoo e (S9vSgr (S9/zgt (Svreer Saseasip
(Lg€1-878)  (91€1-9.84)  (£8€1-9-C8) (61€1-£-84)  (STET-9:84) -0-T0T) -T-ZE€8ET) -€66V11) -0-099 €1) -¥°0S9TT) -V-E6V 1) -0-6T€8) K103e|ndap pue
£-80T €-€01 S-80T 9-€0T €€01 9:0¢T Y651 89S¥T T-9/LE/T ¥-09/¥1 9:/85¥T €¥¥001 1g|NJSeAOIPIRD 1BYI0
(9-00%9 (6-67€S (0-9z€9 (8:68€S (T-L2€S (z-gove
(09¥-¥-€2) (Evr-€72) (6-S-7€2) (v ¥¥-€-c2) (Evr-€70)  (£6T-€T0) -6:069€) -1-621€) ~/-€99¢) -9-99T€) -8:/T1€) -1-5€8T)
cee 61¢E (433 6TE 6TE 6:5¢ 6861 9-8/1¥Y SIV6Y 4444 9:9/1¥ -0zTT siipledopuj
(ev16C (g-€€5h (848t (Evo9y (Szesy (0460t aseasip
(811-8-9) (ovz-z¥1) (811-8:9) (6€z-1¥1)  (o¥z-z¥1)  (L¥z-0-ST) -6-9/51) -8:9¥¥7) -€:/5ST) -9-08¥7) -€9¥¥2) -6-0921) [ensavre jesayduad
68 €81 63 (4] €81 /81 6:L/1C 9-88€¢€ S9P1C €obve 9-/8€€ €98ST AHWRIIXD 19MOT
(r-ev9e (¥-9955 (8-865€ (6:€29S (£¥59S (rreLee
(ogr-vzr)  (EVE-6¢€D) (0-gT--21) (rve-6€0)  (E¥E-6€0) (T6E-T€€) ~/:StvT) -8-G59¢€) -¥26€20) -7°569¢€) ~1:59¢€) -/:5582)
61 8¢ 61 -8z -8z €9¢ S¥86¢ S /1Sy £676¢ €e/SY 9151 9-8CIE wsKinaue d1joy
(Eca (L€veee (z96¥ 9t (6:69/1¢ (Sz90/t (918792 (S1TEO0T
(S78-5£5)  (9¥ET-¥-€6) (878-£48)  (S¥ET-€€6)  (9VET-V-€6) -613) -S-9¥6 1) -8169/T) -9:009¥T) -1:9608T) -0789/T) -:6£02) enny
¥-69 €€1T 9:69 €11 €11 /-z0T G-9158T 1-9¥/1¢C 1921 8T ¥-6zzee €¥ELTT 6758 qy [eLay
(6-9zze (9-€oze (z-g8lT
(EV1-52) (S€1-12) (E¥1-54) (9€1-1-4) (S€1-12) (96-1-2) -8-€901) (T06/1-€:578) -g-1501) (#1181-0-558) -LYY8)  (SE€vL-L159) uoisuapadAy
S-0T 66 [0} 66 66 €8 67951 €09¢T 6:9¥ST LS/t T6STT 7159 [ersa e Areuow|ng
((Z4as (9151 (T-gL061 (0¥ST91 (597881 (06¥€9T (zTP19tT (o€gSer
-S-/01) (£9z1-9-c01)  (6:1€T-T/0T)  (£/T1-8201) (£-9T1-S-T0T) -5-821) -6-g¢ S1) -6v/8 1) -5-€97ST) -¥9T0€T) -1:998CT) -2-8€901) siIpedofw
¥-0TT T-GTT 0:0CT GSTT T-GTT 9:0¥T ¥-00€/T 8EISPT 8/80/T 9769 VT ¥-€0S¥T 105911 pue AyedoAwoipre)
(e-9100T (€€892 (£-€166 (8v24L (11892 (5-959€
(677-9€€)  (E€7-6T€) (E-€V-8-€€) (gtr-92€)  (revr-678)  (9¥b-LSE) -67€5/) -7-6165) -T:69Y/) -9//6S) -0-8169) -€:/€67)  aseasipuedy JejnAfeA
4313 8Lt Sg¢ SlE 8LE eov 8-€€68 00289 90588 S¥689 1-8189 162 dRWNAYI-UON
(§T€C (0-L€€ (STI6LY (959018 (01989 (0-0zs28 (ozhot8 (5-€628T
-g:601) (SteS-¢SSe)  (0T€-9:60T)  (V£25-7950) (S+eS-€-550) -2857) ~¥-€297) -6-CSEVY) -G-€2e o) -0-€€1Sh) -8-CEEYh) -0TIT ) asedsip
8-65T 1:/9€ 69T €69¢ 8/9¢ €0E 1R414%3 68509 1-8¥g8 €€ /-55919 §-/2509 6256 ST Heay anisuapadAy
(T16¥% (T-govt (g-0g€T (z-govt (£-0L61 (EcuLve (T6¥ST1C (819996 (1199 €0T (0-06¥T1C (6-¥¥60/1T
-G€) -€688)  (£T15-0°LE€) -g'17'8) -7-688) ~2°00/1) -1-¥9059) ~T-6/16VT) -6/5999) -0-979 £V1) -E-ZET6YT) -G-916SPT)
/10¥ 0-9T1T an4 £-S50T T-9TI1T €9€81 8-8876/ §-7798/T ¥/T118 TIVgT/T #:8958/1 679 8ST ons
(Evee (€68t (96821 (€gLee (LLevvy (z€tr 09z (£9615Y (66/E£¢ST (8:55€09¢ (gv/S .61
-9-Z1T) -6:€9/)  (€2€¢-6:ST1) (0-80LT-L-0EL) ~1-¥9/) -2:0007) -SY9£1T) -9:/99 8¢T) -TT6/V7T) -5-0205¢1) -€/198¢1) ~T6V8TLT) 35e3sIp
6-8ST S-S/1T 091 9-7elT [-S/TT 1-8¥1t €-€€0€E 6-69598T 8185 €€ 8750181 9-S1598T £-0£958T Heay IWdeLds|
(€981 (rev6lT (9-6€€5T (zollT (66755T (Teeeqt (9-€585T
(09€1-91/)  (¥-671-0:69) (S9€1-914)  (00€1-269)  (¥-671-0'69) -/-/€T) -€:/896) -G-z8vg) -€:/096) -5-/958) -/-8/¥8) -€-€TVIT) aseasip
ST0T 926 €101 626 9:/6 -85 0-8EV ET 788511 S¥gTer 6¥E/TT [-T8STT TE€9TET 1eay dlewnayy
(€TIST (F-vosy (0-6€ST (457444 (g-vosy (L-z€es (ETL16LC (8-£090%9 (g-vev 6L (V-gz0829 (£-L1vov9 (9-STTCTSY
-7:S00T) -1-21he) -8-610T) -b-1€€7) E474) -G-/19%) -G-€€0561) -9-096v0¥) -V-¥16S6T) -6-I6TL6E)  -Tvogtob) -£-€59 £6€) Saseasip
(A 144 8-v1ze 19Vt 8-€0TE TSTTE 0-0761 €VIEVET T-61£80S 0998 €T 0-S/£86V S-/¥180S 9-veSvey Jejndsenoipie)
(abed snoinaid wouy panuiuod)
0502
‘olIeuds 0502 050¢ ‘olreusds 0502
uopeudey  ‘0LIBUIIS SYSIY uopeudde)  ‘OLIBUIIS SYSIY
05S0T pueUORMINN  DlOGeIBV PUB  0SOT ‘OlBUSIS 05S0T [4di1d puUBUOLINN  DI|OqeIB PUB  0SOT ‘OleudS
‘oleuddS pooyp|iyd |einoineyag JUBWIUOIIAUY ‘ol1euUddS ‘olleURIS  0S0T ‘OlRURIS pooyp|iyd |einoineyag JUBWUOIIAUT 0G0 ‘OleUIS  ZZOT ‘OleUdS
paulquo) _um>0\_n_rc_ ﬁw>0\_QE_ \_wu—mm mu_._m‘_wwmm Wucm‘_wwmm paulquo) _uw>0\_QE_ _uw>O\_QC.__ _wwmm wucm\_mwwm mu_._o‘_&mx

(00000t 42d) 3381 ATYQ pasipiepuels-aby

(spuesnoy3 ur) sx1vaabe-|v

2229

www.thelancet.com Vol 403 May 18, 2024



I Articles

(9bed 1x0U UO SINUIIUOD 7 3| )

(z:S0/L (€889 (z159L (6-£€69 (8:€889 (8294
(€£5-1:5€) (£-95-Tv€) (¢£5-1-5€) (8-55-€-7€) (£85-T¥e)  (995-V-Th) -g-vv6) -£:99%Y) -1-816%) -9-¥611) -8:S9¥¥) ~T-€19€)
0S¥ 6€Y oSy oty 6€v 08y 1-£029 9:6/5S €6919 S-619S ¥-8/5S T-STIY 11ealduey
(rov6ot (zevgst (0-ovgot (89865t (zgegst (ST150T
(6:89-8:0€)  (9-¥11-7:2S) (069-6:08)  (Py11-1:28)  (LY11-02S) (L121-1-89) -8:8€59) -8-7613) -6¥615) -1-€978) -9:0618) -G-/189) SaseasIp
09% (74 1-9% T/ (74 S16 €05/ 0-TIETT 6089/ gIIVIT T-60€TT Y v18L Auei|iq pue Jappe|q|[e9
(91€0¥ (e9ree (zTo0b (6-vgee (SPee (18981
(£61-91)  (F61-4-9T) (£:61-9-5T) (r61-€51) (61451 (1-7c-9-81) -76562) -9v€ve) -¢LE60) -6:95t0) -0¥Ere) -:T8sT) sispiosip
vL1 €L ST T €1 -0z TESHE -058¢ 7473 £9/8t 9-6v8¢ 6:92L1 [eunsayul sejndsen
(z€9/t (£-66€C (VA 5744 (66ThC (066€C (99521
(e-g1-9-21) (z-g1-5-21) (€-81-9-21) (vgr-Ser)  (z81-9T)  (£0T-9ST) -9-8861) -09¥/1) -6-7/6T) -9-85/T) ~-S¥/T) -€-50€T) asessip
ST [4 ST ST TSt 08T ¥/9€t 0/90t €05€¢ €80T ¥:990¢ §-TTST [omoq Kiorewweyu
(£-996€ (0-5g8€€ (9-068€ (o-1€VE (g18€€ (1598¢
(Losv/1)  (662-6:9T) (9-06-€-£1) (0-0€-0-/1)  (867-691)  (8SE-T¥2) -8-16%7) -8:6¥17) -/-09%7) -1-€81¢) -G-8¥17) ~/:/T6T) BIUIBY [BUILLIOPQE
S-€C 62t 1234 67t 67t S-6¢ €8/1¢ T1S/T £-SETE €/8/T 6-8V/t [23%54 pue ‘[eiowsay ‘feuinbuj
(Sg9ST (9evber (Tgev st (9-0€9€T (STEVET (S/8¥L
(S¥11-999)  (¢er1-999)  (6:€11-€99)  (LT11-999)  (TTr1-#99)  (E€6-92/) -1-¥¥66) -9:02/8) -6-£786) -7°6183) -0-€1/8) -/-T€8G)  UOIINIISGO [eUNSAIUI
138 998 18 698 598 S8 ev/9tr 81/60T 8v6v T LI ¥-296 01 8-0%/9 puesnajidnAjereq
(8591 (czeyr (7-60ST (6-06¥T (r-o€st
(Ly1-6:5) (r¥1-8:9) (LY1-69) (§¥1-8:9) (r1-89)  (6-81-¢:¥T) -1:92/) -5€99) (9:9€91-L02) -£:699) -:€99) ~/TYTI)
96 76 56 76 76 €91 S-9TTT ¥-/101 0-90TT £-9z0T 89101 6VIET snpipuaddy
(z¥1e (8:Sve (96461t (€:8619C (8081t (zger 9t (8:0619C (§Sz60t
-6:001) (£Ste-¥-zo1)  (0¥Tz-£-001)  (0-9T1Z~Z-T0T) (LSTT--201) -¥-9€1) -8/8T¥T) -E-TETET) -€:/907T) ~E/VTET) -8/TIET) ~TVESTT) S35B3SIP WAYSAS
T¥PT 9:GPT 6-€VT 8T 9:G¥T 8-8/1 [Rands 625081 Raxd) 8617 8T T-/708T TI€TST annsebip saddn
(865 (8-065 (26998 (CRraqod (916087 (t-Lot1L (9-€ovroL (5929715
-6:00v) (€9/5-7:88E)  (£-965-700Y) (6:9/5-0-68€) (2G/S-T-88€) -¢66Y) ~LELYYS) -0006%) -€91¥9) ~#:09009) -5-6896Y) -6¥TLTh)  saseasip ANy duoId
687 euy 988¥ 9Ly Ty Sovs 76559 TEVT6S 672159 072,65 6£226S 7€3997 J3U0 pue SisoI1)
(0-611T (g-9€TT (0-6€TT (s-9€1T (€:9911T (z-g887ST (S-tvgovt (e-€6v1ST (g-6zzevt (T-zgLovt (z-1v566
-€297) -vell) (TL111-S197) -S-€//) -1-2LL) -5-9/6) -€-€0880T)  -T:/E6T0T)  -8-:0/080T)  -0-09/T0T)  -8:968TOT) -0-Z1€28)
€26 9-€€6 0126 €566 S-€€6 901 1-96/ 67T 0-80Y 0Tt §-0898CT 0-8TSTTT zv9gocT TSvS06 saseasip ansabiq
(81hzy (0-9¥6€ (9-90z¥ (T146€ (e-€v6E (9:£18¢
(09e-1€0)  (55€-LC0) (09€-1-€0) (9§&-L2a)  (SSeL0)  (9€ev€) -1'5192) -6-€270) -9:1092) -€9e70) -6-Cey) -0-gT6T)  sosedsipKiojelidsas
6-8C 8¢ 6-8C -8t -8t 6:/T [ T423 T-6/0€ €-€0€€ 9/60€ 1-//0€ 1-867¢ d1uoIYd 1BYIO
(6801 (L-2ev6 (g-€5L01 (€19596 (6-0£v6 [(Ra74% SIsoplodJes
(65-8-65)  (£-85-8-6€) (7-65-6-6€) (8:85-2-6€)  (£-85-8:6€) (8¥S-L-0%) -0Tv¥L) -/-ST¥9) -v-0L€/) -7-€619) -9-¥1¥9) -9:/G¥€) Areuow|nd pueasessip
005 867 1-0S 867 867 o8y 816 €2/6/ S1TI6 86908 9:0/6/ S/ETY bun| [ennsiaiul
(8-oce (T-geg/t (086661 (voes/t (9¥1z0t (e9/661 (Tz9z9e
(TSS1-€24)  (8Y81-¥¥6)  (9¥ST-T4,)  (¢S8T-9¥6)  (L¥81-E¥6) -2:207) ~71586) ~61ETT) -0-TEL6) -09EV 1) -6-80€TT) -€:0959T)
gTIT SYET STIT 8vET Y YET 1-/5¢C YIS Er L-OVEST §LEEET 8IS ST ¥-STEST 167012 eLILISY
(Se-v0) (rev-2) (€0 (ev-2) (et (6:6-9Y)  (€/19-6:657) (1:925-89/6)  (9:609-£-5€Y)  (T¥ES-ST8E)  (0925-£9LE)  (-805-5-/8€)
6C 6C 6C 6C 6C 5 9-025§ S-Evy 1-515 06¥Y 123744 g IhY SISOIUOdOWINAUY
(abed snoinaid wouy panunuod)
050C
‘ol1eUdIS 0502 050 ‘oleudds 0502
uoljeuiddep d:m:wum SYSIY uoneumde) ‘O_hmcwum S)SIY
0507 pueuonUINN  DIjOgRIB\ pPUB  0S0T ‘OMRUIS 0S0¢ Yadord pueuonINN  DI|OQeIS|\ pUe QS0 ‘OlBUIS
‘ol1eUdIS pooyp|iyd |einoineyag JuaWIUOIIAUG ‘olIeUdIS ‘olleUdIS  0S0C ‘OleURIS pooypjiyd |einoineyag juawuolIAug - 0SOT ‘OlleUDS  ZZOT ‘Oleudds
pauiquio) panoiduw) panoidu 19)es DUIRYRY dUIRSRY pauiquio) panoidw) panoidw) 19)es EREIEIEN] DUIRRY

(000 00T 42d) 33e1 ATYQ pasipiepuels-aby

(spuesnoy ur) sxTvaabe-|ly

www.thelancet.com Vol 403 May 18, 2024

2230



Articles I

(abed 3xau UO SENUUOD 7 3| )

(8-€19 (0€09 (995 €9 (r6£619 (z90€€9 (045029 (81619 66126V
-TT1E)  (PP19-9118)  (6°€19-¢T1E)  (b419-S11E) (9419-9-T1€) -/0€) ~¥°9951€) -52550€) -9-€9¥ 1€) -8:0€90€) -8:0¥50€) -¥66052)
1421474 8-8ht 11724 V144 R 1474 (X444 5796 S ETLLYY L-€V8Sh £:998 ¥ 0-¢SLYY 7-5€79¢E S1apIosIp AyaIxuy
(6-92£ST (95051 (09¥EST (£-0805T (815051 (826911
(79v1-€99)  (P9v1-€99)  (F9p1-€99)  (r9v1-€99) (r9¥1-€:99) (L6ET-1-€9) -0-2004) -1-0€89) -¥°3869) -¥:5789) -0-8789) -6-9029)
1-20T T-20T 1-20T 1-20T (a4} 96 65901 geror 1-/£901 9T¥r 0T 6TV 0T €7018 1opuosip sejodig
(6:£¥8 (€918 (8-52£56 (9:/¥¥16 (002616 (L1816 (g-9tv16 (6€8 89
-6:0€Y) (8/¥8-0TEY) (9/¥g-8:0Eh) (T:8V8-TIEY) (8/LV8-0TEY) -8:S1¥) ~/:0656¥) -8-€2SLY) -5-69€6V) VTl LY) -9-80S/¥) -G-80T5€)
€229 €729 1729 [ Red] €729 9665 Y ¥yoTL £60789 €9vL0/L €889 088189 158208 s1aposip aAissaidaq
(9-6z¢ (8-:899t¢ (6-7Leve (9-Sz9¥C (S-goetz (v1Leve (z99¥6T
(ET€2-0-2€T)  (P1€T-TT€r)  (P1€2-0-T€T)  (P1€2-0-T€T)  (PTET-T-TET) -8TET) -/-866€T) -0-S9L€T) ~T'8/6¢€T) ~T-S/L€T) -€-7SLET) -0-9¥60T)
6-8/T 0:6/T 6-8/T 0-6/1 0-6/T 1-8/1 6-TV06T 6:/0/81T T-€1061 ¥-L€/8T 60481 G-€86 71 ejuaiydoziyds
(¥-6922 (¥-6922 (€-692¢ (£-692¢ (96922 (9-0zee (6-zeb L€C (S-zTreoge (e-v€L9ET (£:6£60€C (T-€0z0€T (9-bzrege
-9-8EET) -6-8€ET) -9-8€ET) -0-6£€T) -6-8€ET) -9-STET) -0-169 6£T) -€-€QTSET)  -6-V8T6ET) -6-965SET) -G-STTSET) -S-gbzgot)
6-98/1 0-98/T 8:98/1 7:98/1 1-98/1 (4741 8-71898T 1-£/T18T V-L2z 98T 8-T/L18T 8-70ZI8T g ThSEVT SI9pIOSIp [eaudy
(6-8292 (eLv1L (£-965/ (L1L1L (rov1L (zoes
(€:89-9-9€) (8:£9-1-9€) (€:89-9-9€) (8:£9-€:9€) (8:£9-7-9€)  (S¥9-L V) ~¥-60EY) -£v/6€) -6:682¥) -1-686€) -9:0£6€) -¥¥85¢€) SIapIosip
€15 0TS €19 605 605 [47%°) 6-€8/S €¥8es 6545 T-€0¥S S-6LES 4154 [ea1bojonau 1BYy10
(¢Sber (6:Gvt (6:SPer (T-gvet (£€161CT (T-ov/611 (0-5691ZT (6-9066TT (5969611 (6:£06T0OT
-T/11) -€/11)  (ISvei-€/11)  (8:Sver-¢/11) -€/11) ~¥-/11) -0'96T€T) -/T/8TT) -0'S9TET) -/:/68TT) -/-898CT) -5-2000T)
8985 1-/8S 6985 T-/8S /85 €685 0/688S 710845 06//8S 26845 9-8///S (R74414 SI9pIosIp aydepesy
(overt (ryrer (g-zevt (Tover (evper
(E6-11) (6-5-£) (E6-11) (76-9-£) (6-64)  (T€1-0-11) R &ann) -T/¥0T1) -€-TITT) -G-8¥01) -:/¥01)  (€-9€TT-8-€56)
€8 -8 €8 €8 8 0T 9-€5C1 ¥-781T 9751 6-€3TT €781t S-Shot 9SBISIP UOINBU JOJOPY
(c19€T
(Lot-¥2) (11-08) (L01-¥-1) (r11-6°0) (r11-08)  (T€1-9:6) -€8€6) (TZ8E1-8£56) (T6SET-6-9€6) (T¥8ET-1-656) (6-T8€T-9/56) (9¥ZT1-8-7€Q)
06 96 06 96 96 €11 S-6ETT 06STT 6LETT £09TT 8:89TT 66,6 sisosaPs ajdnny
(z-00¢ (reee (Trotz6e (658€ /¢ (20568t (052t (4% Va4 ((Zav¥as
-zern)  (946-1T1in)  (0667-8°T11)  (T86C-F11T)  (T/6T-T-TTT) -5-GET) -6-659€2T) ~7-81911) -5-59z¢1) ~-r¥6911) -5-9091T) -¥-€190T)
T-16T 7681 G-06T 1681 681 ¥-LL1 S¥rg6T ¥/7981 0-€896T 06781 /¥0981 €TIS6¢€T Asdajida siyzedorp
(37474 (-geo61T (z18v¥e (e69¢6T (6-z€o6t (562€8
(9901-558)  (966-9:62)  (6-901-458)  (9:66-9:6/)  (£66-9-6/) (586-608) 7Ty 6T) -0-026 ¥1) 7651 6T) -6:/515T) -£-916¥T) -67089)
096 568 96 768 568 006 60661 9:6089T 1-50/1¢ 76801 050891 S819Z 95e3SIP 5, U0SUB{Ied
(9296 (9°€66 (1652 50T (zerivet (6:9/9 10T (9:£L086T (g:Lcov6T (ov6108
(££9L--L91) (T/96-8:607)  (8TLL-£-89T) (9°€96-6'807) -8:602) -TS1Y) -8-0€¢Lb) -£:0962Y) -0-8529¥) -0958€Y) -S€€6Th) -8799/T)  SeUIWIP JAYI0 pue
[&413 TSt T¥SE ey 1144 -85t 9-65526 9:60206 €¥/956 67176 /95106 €:890/E 9SBISIP S JawIYz|y
(£-0902 (9-9912 (9-€902 (19912 (9-9912 (z-£81C (T-LTv €ce (7-S0€90¢€ (8:82£L61E (€-91L0TE (6-89T90€ (9-£06 8/1
-7-987) -1:L¥8) -8/8/) -9:5v78) -1-/¥8) -€-6778) -€S9%9€T)  -6-¥PSYer)  -TSELVEL)  -9-€bz9TT)  -0:99¥ ¥TT) -8-78T69) s19piosip
Sv6eT 0-08€T 96T1 ¥-8LET 1-08€T S-T6ET 0-69%90¢ S-€/1T6T 1166 £0C 8:/09 €61 S-S90T6T 8'00S€TT [ea16ojoinaN
(r¥seot (94618 (T6gr0T (veerg (00628 (r¥0S€
(€65-1€6)  (9:85-5C€) (€651€8)  (985F7E)  (98557E) (rv-617€) -€18€9) -8:€929) ~¥60€9) -9-7ZES) -1:0925) -€T1L7) saseas|p
(34 Tey 6€r (37 37 L€ 59508 2959 50562 68799 £:4559 6-250€ an3sabIp 14I0
(abed snoinaid woly panuiuod)
050T
‘olIeURIS 0502 050 ‘oleudds 0502
uoneumdepn dtm:wum S)SIY uoneumdepn ‘O_‘_mchm SISy
0507 pueuonuINN  Jljoges|y pue QSO ‘OleudS 0502 0t pueuOnINN  DI|OGeIS\ pUe  0S0T ‘OlRUIS
‘O_‘_m:wUm Pooyp|iyd |einolAeyag JuswuoliAug ;O_‘_mr_wum ‘O_mewum 050¢ ‘O_hmcwum Pooyp|iyd |einoiAeyeg juswiuoliaug 050¢ ‘O_hmcwum ot ~.o_‘_mr_mwum
paulquio) _um>0\_a_.r__ _uw>o‘_mr:_ \_mupmm wu:whwmww_ wucw‘_wu_ww_ paulquio) _um>O_Q_.C_ _um>0\_n__.c_ \_wu—mm mu_._w‘_&mm wu:w_wwww_

(00000t 42d) 31e1 ATVQ pasipiepuels-aby

(spuesnoyz ur) sATya abe-||y

2231

www.thelancet.com Vol 403 May 18, 2024



(abed 3xaU UO SBNUIIUOD 7 3|qe] )

(S-95F (€:6985¢ (g-€6820T (900952 (019T¥0T (998201 (8-5¥68¢€

(ST0Z-7:€6)  (205/-9-26€) (r107-€6)  (109/-€26€) (1:05/-9-26€) -/-¥6€) -1-998 €1) -8/519) -¥-8S/€T) -8¥8129) -2°2SS19) -9-6/E€€)
9:9€T 9-€¥S 9-9€T 1232 9-€vS Lty 6v/T61 9:07T08 -666 8T /-:8€0T8 /16008 £:95€9¢ aseasip Auppy d1uoiy)

((R774 (S-Sevt (§-Sevt (r-zott (e-€€zse (€S 2ot (9566 7€ (T-01E 20T (6-ztv 2ot (8:506 96

-C0€T) -91/8)  (Evbz-00€T) (TSTPI-6198) -ST/8) -1-:9//) -/:0908T) -5 TvY SzT) -€T16/1) -LY18¥er) -9-¥1¥ SCT) -9-G1¥/9)
08T £9TTT 0081 0STIT £9TTT 6026 8-€9€5¢ T-STZ6ST ST9TST 0-8TZ6ST €T896ST 6:05908 aw s919qeIq

(-gob (9-980T (o-go¥ (9-2L0t (S-980¢ (6-0¥ST (£-559 5SS (5948782 (e-1ST9S (R 74F:1:14 (5108482 (T-oTEVET
-6-T¥7) -Z-90€T) -6-1¥2) -1-962T) -Z-'90€T)  -0-70TT) -1-€28¥€)  -v-¥6ST6T1) -7-6SS¥€) -v-tzLT61)  -S-9¥ST6T) -z-TELEOT) S35e3SIP
S-6TE 6-2/91 -61E 0-T99T 6-2/91 0-ZSET 9-956 ¥ 1-69T0VC T-SLS Yy 8-€650¥¢ 90T 0VT 0-STE/TT Ksuppj puesaiaqelq

(L5t (Seee (6:6005¢ (g-00Lt7C (S8L61¢ (S62L¥T (62691t (99€8T

-9:€81) (S/ST-0v81)  (E/St-L€81)  (S/ST-0¥81) (9:/5T-0-78T) -8:85T) -7'S1Z8T) -6:626 /1) ~7-88181) -7-956 1) ~/-[T6 [T) --5/8¢1)
0:02C €0ce 1-00¢ €0zt €0tz 1261 6-89STC A Tard 8/€91C 641 ¥-8veie 9:/€/ST s1spiosipasn bniq

(€ (£-€5t (559142 (£-9119C (69802t (0TTZ9C (6-zTT9C (89891¢

-6:71) (6:0VT-9¥¥1) (TEPT-6:SPT)  (TThe-9-¥¥1) (6:0VT-9-¥¥T) -¥-091) -€-26291) -0-€89ST) -€-6¥791) -¥-82/ST) -T-189ST) -9-02S€T)
£-06T 8-88T 9:06T 6-881 8881 8-10¢ €/YET1T £-88¥ 02 8¥8TTC S¥550¢ 9:98¥ 0 60T /T SI3PIOSIP 3N [OYOd|y

(S-L8¥ (S-S (9-Sg¥ (9:69¥% (T-€0z18 (986 6V (9-zg01s (81667 (0-T6L6¥% (T-8¥z6€
-¥-6€€) -8-££€) (SL8V-¥-6€€) (9-98V-6-LE€) -8-/£€) -G-¥€) -5-00¥%S€) VL6V VE) -/-TEESE) -6-£95¥€) -1-€6v 7€) -¥-2v692) slaplosip
L0ty 1-60% L-0TY 60V 60V 6-€6€ 8-ST6 TV L-6€LTY L-tegey 6-€€81TY o-VELTY (\Waz:¥43 asnaduelsqns

(6-09T (-S616T (6-€5€8T (91161 (6L2v 8T (T0s€8T (£-9€5€T

(r191-£-89) (0191-9-89)  (T191-489)  (0191-489) (0T91-9-89) -7-89) -7'78€g) -9-056/) ~LTYEQ) -8:/86/) -9-8¥6/) -€:€089)
€/01 /0T €/01 /0T /0T 8901 05z6T 0/0£TT T-1/8TT S/S€TT Thocet 8'806 SI3PIOSIP [BIUB IRYIO
(£-z8€s (T'60€S (8:£9€S (0-£1€S (£0€S (T€959  Aujiqesip [en1ddp3ul
(zz9¥91)  (T29-+91) (¢9-+-91) (zz9v91)  (Teo-v91) (9€8-€€0) -9-T8ET) -T-29€T1) -G-//€T) -T¥9€T) -6-09€T) -1-€8/1) [eauawidopPasp
€9¢ €9¢ €9¢ €9¢ €9¢ €6V 7-690€ 9-870€ ¥-190€ S-7€0€ 0-920€ 0'88/€ d1yzedorpy

[(R2474 (24174 (9T0VL [(Fan74 (8-66€L (£-861L

(e20T-1-£8)  (£L0T-T-L€) (€-£0T-T-£5) (€L01-1-£8)  (€£0T-T:LE) (T¥OT-T:9€) -6£5520) -8¥550) -€15520) -€¥5520) -/-055¢) -7:9997)
9:89 989 989 989 989 £:99 S€891 €119y $6997 6:SL9% €899% 9-796¥ 13PIOSIP1NPUO)

(T¥SStT

(7-61-5-9) (761-59) (761-9-9) (761-959) (r61-9.9)  (LTz-€4) (T/SST-E€T19) -8:609) (7GGS1-9-019) (2+S51-8-605) (T-€SST-7-605) (6-899T-7-59S) Japiosip AaidesadAy
17T T-CT 17T 17T 17T G€T 443 8626 0TE6 8626 1626 [0} 1DYap-uonRUSIY

(ev1T (6:£0T (LL¥061 (ovzLgt (09668t (€eaLgt (6-g0£81 (z9vz9t
-9:€01) (z¥re-S€or) (Ev1e-S€o1) (T¥re-S€o1) (Thre-S-€0T) ~7-001) -7-88€6) ~1:02¢6) -v¥9€6) -G-2€T6) -g-€126) ~£-6/6/) SI9pIOSIp
9-7ST 9:75T 9:7ST 9-7ST 9751 91T €789€T yana4an 1-6¥9€T T-09% €T PIEVET G-GZ9TT winipads wispny

(9-8992 (r'1e9s (99597 (96292 (LL197 (9:79€S

(916-1-€€) (¢16-0-€€) (ST6-T-€€) (€16-0€€)  (T16-0:€€)  (6:89-892) -9-TE8T) -0-0187) -7°9787) -G-€187) -G-8087) -9:/607)
VA VA /S (A LA R34 CRax:id 0-78Ly 9-v08¥y 698/ 3:6/Ly | WA4743 siapiosip buiye]

(abed snoinaid wouy panunuod)
050C
‘OLIeUS 0502 050¢ ‘oleudS 050C
uoljeuddB)  ‘OLIBURS SHSIY uoljeunde)  ‘OLIBUIS SYSIY
OmON Jljogels|\ pue OmON ‘O_mewuw 0502 Yadore pueuonnN Jljogelayy pue OMON ‘O_hmcmu,m
‘ol1eUdIS pooyp|iyd |einoineyag JuaWUOIIAUg ‘ol1euUdIS ‘olleUddS  0S0C ‘oleuUdIS pooyp|iyd |ednoineyag JuaWUOIIAUg  0G0TZ ‘OleuUdS  ZZOT ‘oleudds
pauiquio) panoiduw) panoidu JETN DUIRYRY DUIRYRY paulquio) panoiduw) panoiduw JET:IS DUIRYRY DUIYRY

(00000t 43d) 2381 ATYQ pasipiepuels-aby

(spuesnoyj ui) sxTvaabe-|y

I Articles

www.thelancet.com Vol 403 May 18, 2024

2232



Articles I

(abed 3xau uo seNURUOD 7 3| )

(41941 (01502 (oLtLL (6101 (6-g¥0L [(Faz]
(€£5-9:91) (595-+-S1) (€£6-9-ST) (§5'95-751) (§95-91)  (95£-9'T2) -5-0607) -€-6/81) -0-5£07) -8-7681) -9-¥/81) ~T-06/T) S35e3SIP SNOBUBININS
/1€ 1€ /1€ (%3 1€ € 23744 T-€18€ L6V 8Thge 8TI8E £9T5€ pue upys 13y10
(91592 (z1€1C (6-909¢ S0/t (£-6z1T
(g-t1-tL) (ST1-0'0) (g-tct-22) (Sz1-0'0) (ST1-0'4) (011-52) -€/6€T) -¥:00TT) -8V/€T) -9-€71IT) -8:6601)  (1:0¢6-6T79)
1-0T 66 1-0T 66 66 16 8920 0-€09T S-/861 T-G€9T 1-209T G-€18 192]n snjqnd3Q
(8v2€9 (€-g¥z9 (6-95€9 (18529 (0-€¥29 (11995
(T¥/-1-%€) (T¥/-1%€) (TV/-1¥€) (TV/-1¥€) (TYL1¥€)  (SVLT¥E) -1:/¥67) -8:0880) -9:8€67) -9:9887) --8/87) -8-7297)
619 619 619 615 615 0¢S €997y 96L&y YR 474 98¢&Y 9-G/EY 5-866€ eledun
(9:S/zz (6¥9ze
(961-2:9) (9:61-2:9) (9°61-2:9) (9°61-2:9) (961-2:9)  (T:61-1:9) -/-865) (T9S9TT-/-€99) -6-665) (:9912-€-999) (0-GSTT--€95) (T-S8ST-T-61Y)
101 £-0T £-0T £-0T 101 S-0T 9-G€TT 9:0/1T 9-6z¢1 1-S/11 66911 7798 snaunid
(L6 L61) L6 (L6-v) L6v¥)  (66-9%) (096-56VY) (8956-vTvy) (0V/6-9-8vY) (5856-TThy) (r9S6-TTvY)  (£L€28-09LE)
89 89 89 89 89 0L 7989 8€/9 7589 819 S€49 9925 eredie epadoly
(9-90T (16 (T-L0¥6 (Sziv6 (8-gov6 (T16€6 (97918
(L1T-v8v)  (LTTi-vgy)  (9Ter-vgb)  (L1ci-vgb)  (LT1TT-v8h) -LT¥) -1-0/9€) -G-659¢€) -1-299€) -2:659€) -/¥59€) -£-/52€)
T/ /L /L T-LL TLL 849 50685 81/85 3:5/8S 1-2/8S €985 6'S6TS suebjnAsudY
(56099 (£-€059 (€659 (66059 (r-L6v9 (995€9
(984-5€€)  (£8L-9€€) (9-8/-5€€) (£8£-9€6)  (£:8/-9€€) (0:78-8¥E) -¢1280) -0T440) -T187) -€¥/£2) -5-89/0) -€-€897)
97§ 92§ 9§ 92§ 9¢§ 95 6very L15Ey yEeyy LT9gy S€5EY 01Ty SaSBASIP USRI
(9:6zL0T (g-0500T (zzs9ot (9:50T01 (Tovoot (S16TL
(£:001-1:070)  (9:001-T:07)  (9:00T-1:07)  (£:001-1:07)  (9:001-1:07) (¥-68-0-8T) -6:6917) -7°5002) -2TS1Y) ~1-8107) -€-:€007) -S-9ThT)
067 06% 06% 067 067 9€Y 0525 1-906% 9:G1¢S L-€€67 106 Y ILVE saseasip upys [ebuny
(8T5€6 (€¥806 (z61E6 (19016 (8206 (91448
(070T-6€€)  (0T0T-6:€€)  (0TOT-6€€)  (0TOT-6€€)  (0TOT-6:€E) (SETT-8-LE) -9:890€) -9-6567) --550€) -1-/967) -/-/567) -1:0267)
19 19 19 19 19 589 095 T19%S 1-8195 T9/¥S T/SVS 6-0£€S sa1qeds
(55806 (T¥89L (09€68 (62892 (0€/82 (€95t
(165+-80)  (185-080)  (6:851-80) (cg5-0-87)  (1-85-080)  (9TE+€0) -9:£29¥) -5-250h) -8:6/5h) -6-260%) -vghob) -8:606T)
g1 €Th LTy €Ty €Ty g/t 0-6¥59 €809 LY9¥9 9295 72095 ¥t 144 S9SBASIP U [eLo1eg
(S¥€LS (£-€¥SS (S12LS (€995 (6-TVSS (e686Y
(£6¥-6:90)  (6:67-0-L2) (£-6¥-6'92) (g6v-0L2)  (66V-0£2) (0:65-0C€) -/-0ST€) -8-7€0¢€) -G TPIE) -£:0v0€) -8'1€0€) -0-T1LT)
[47AS €LE [A3 [V [SVAS (424 6-562¥ 'R 47494 098ty 8-€S1h 23474 [-STLE siselosd
(0691 (92z1vt (0-gos€r (Szgovt (zgeser (9£69€T (99g6cr
(€091-569)  (5091-9:65)  (#091-5-65)  (#:091-9-65)  (5091-9-65) -€29) -€:0099) -TTEYS) -7-€859) ~T¥i9) -8-87¥5) -2-206%)
£-00T 8:00T 8:00T 8:00T 8:00T 8:50T SYEL6 TT/88 09016 66888 /%988 Y078 siewIRqg
(€-€SL (0-zsL (6-1SZ (0-z9L (ev6¥ 9L (6-16€2L (STTT9Z (reL9es (e-se€zL (1-55019 saseasip
-£19€) -8:09€) (£-€9/-£-19¢) (0-TSL-8-09€) -8-09€) -€-25¢€) -8-€0TLE) -¥-z89¥¢€) -6-6589¢€) -8-8v8¥€) -2-959 V€) -9-986 £7) snoaue3ndqgns
6-0€S 0-0€S 6-0€S 6625 6625 8-€€S TTEQES £:0980S 0-LESES S-9/01S /81805 6-L9T Ty pue unjs
(zv-9-1) (0¥-S'1) (zv-91) (0¥-51) (0¥-51) (8v-¥) (01€9-£:950) (€86V-¥£00) (T¥29-L¥ST) (0V0S-T:600) (6:£6V-€/07) (T:20V-S-€020) siuydsuojniawolb
1T 9T LT 9T 9T 1€ 6:/TY 2333 (4494 0-LEE [£8333 ¥-/L0€ Yy
(abed snoinaid wouy panuiuod)
050T
‘olIeURIS 0502 050 ‘oleudds 0502
uoneumdepn ‘0_‘_mcwum S)SIY uoneumdepn ‘O_‘_mcwum SISy
0507 pueuonuINN  Jljoged|y pue  0SOZ ‘OleUdS 0902 rado14 pueuUOnlLIINN  DI|OGeIB\ pUe  0S0T ‘OlRUIS
‘O_‘_mCQUm Pooyp|iyd |einoiAeyag JuawuoiiAug ~O_‘_mr_mwum d:mcwum 050C dtm:wum Pooyp|iyd |einoineyag Juswiuoliaug 050C .Otm:wum rader4 ~O_‘_mr_mwum
paulquio) _um>0_n__.c_ _uw>0‘_QE_ ‘_muﬁmm wu:w‘_mmww_ mUcw‘_whww_ paulquio) _um>0_&_._.__ _um>0\_n__t_ qu—mm mu_._m‘_&mx wu:w‘_mmww_

(00000t 42d) 2381 ATYQ pasipiepuess-aby

(spuesnoyz ur) sATya abe-||y

2233

www.thelancet.com Vol 403 May 18, 2024



I Articles

(9bed 1x0U UO SBNUIIUOD 7 3|qe] )

(9951 (S-000%€ (g-01£8C (T-gos €€ ((2274:14 (S/678¢ (0-£5z€t
(8£61-1:£ET) (0V6T-8VEL)  (#£61-69€T) (Y ¥61-0-5€T) (0V6T-8VET) ~T-6TT) -6:€6817) -0'TOT 1Y) -L0¥S¥T) -9:50¥12) -8'16012) -1-7/66) ISTTRICTETENT]
0991 T-€9T 8991 €91 T-€9T vLET 9¥976¢ 8:615¥¢C 6/588t [F4&:1:374 ¥£0S¥T T/9STT pue saseasip Areunin

(910Z (01¥6 (S-gev Sy (6-0€T Sk (6T20S¥ (9-920S¥ (gv681Y (0%9£19
“T9LY)  (€00/-€SLY)  (€£69-9-€LY) (8:869-TV/Y) (6:969-€€LY) -€189) -6T£087) -9-898/2) -8-€/8/20) -9/28.7) -918/L2) -0-88EY) S13249p
7695 9-895 995 €195 1:999 868/ (%4743 S¥r0oSE T-€205€ SS667¢ 8/98¢ STE9TS yuiq [enusbuo)
(ev90t (8-550¢ (6-6502 (¥-¥Soz (5-zsoz (6-g5ze (b-9£5/12 (£1£820T (£-56091C (s-¥68 €0t (1-£9520C (g-v68V/1T saseasip
-€-TVET) -0-9€€T) -1-8€€T) -9-VEET) -€-€€€T) -8-78ST) -0-6ELVET)  -8-9695TT) -€-669€€T)  -S-S6T97T) -9-/S¥ ST1) -/-T0LSTT) 3|qesiunwiwiod
19791 S-6€9T -Th9t -8€9T 9-9€9T 0-368T 9-ST669T 6-TIS8ST 2:96989T $-9/T6ST £-0928ST Lyveevt -uou 1IYIQ
(9-£811 (24511 (82811 (56€2 (8-gc0ThT (e-€ce9ct (z1z9ovT (8-0829¢T (g-€TE9ET (T-901+9 siaplosip
-1-€89) -£-78S) (5/S11-0€89) (6:/511-8-289) -/-28%) -v28¢€) -0-8/569) -5-29/99) -V-€€€69) -6510/9) -1-25/99) -€25¢€) [e33]2450|NISNW
08 8€vg 6-€78 o8 8-€vg €¥¥S G-9€9T0T 6/816 /-T0€T0T S-62786 719826 S¥999% Y10

(g:619% (Sc€ey (z-e6sy (£-65ty (z1Eey (6-985¢

(¢6z-0v1) (T62-6°€T) (¢6z-0¥1) (T6z-6€1)  (167-6€1)  (0-62-8€T) ~¥:9612) -G-6861) -6-6/17) -6:5002) -6-886T) -G-0TZT)
S0t S0z S0z S-0C S0t €0t T-GTZ€ 7-816¢ £-T61E ¥-6€6T S-/16T 98/1 noo

(67¥€ (ceve (6zeety (T€6€6€ (e6vTTY (£-0¥S6€ (T€8€6€ (01956C

-v€91)  (¢SPE-9-€91)  (6VPE-+-€91)  (TSPE-G-€9T) (TShE-9-€91) -9-291) -8¥596T) -1-29/81) -/ 185 6T) -5-62881) -7-85/81) -8 T/8€T)
e [R4%4 ¥z e evie 8-Tve TT9€6¢ 9-€VT8T S€9276¢ 8/€78t [9€18C 0700t ured >paN

(09501 (62501 (0-gs01 (zsttT (r-99€9€T (6960621 (0-€825¢T (6969621 (1990621 (:S0€56

-v195) -¥:999) (29501-9%99) (££/S01-7°599) -7:995) -0'869) -8 TE6TL) -5-806£9) -/-89S1/) -£:31289) -6:26829) -7-G6€09)
198/ 88L 698/ 088/ 88L [1€8 0-Z60T0T T-€€956 /-T€900T /656 S-01556 S-SE0TL ured ypeq Mo

(0-gg¥ (Va754 (z¥6908 (V213474 (zzotog (T-9So/ (8:9L¥ €L (6:/98€Y

-0-911) (506¥-9.911)  (£887-09T1)  (T:06¥-59T1) (506¥-9-9TT) -S/11) ~¥-0S€6T) -5 16V /1) -/6076T) -5-929/1) -6:98 /1) -/:S/¥ 0T)
0-The (4344 Tt 0-Ebe [4344 S-S 9vSzor 7 ¥659¢€ /696 6€ S/89¢ 75859¢ VZIVAYS SI3IYLIeO91SO

(¥-gcos (€/199 (91669 (9€999 (0-/199 (£-6¥01

(6¥v-v92)  (99v-¥L2) (0-5%-5-92) (99v-€L2)  (99v-¥L2) (S9P-0-L2) -V/1€¥) -1:600%) -9v61h) -S-0v0v) -8:800%) -C19€7)
0-G€ €9¢ 0-G€ €9¢€ €9¢€ 0-9€ S-76SS 0-02CS 0-/5595 £-€92S L6175 T-6C1E SIYLIe projewnayy

(0-€682 (€-868¢ (¥-€68c (0-868¢ (r-868¢ (8-095¢ (€-95€28€ (6-€50€9€ (F-95508¢€ (9-€8579€ (8-8£629¢€ (g8-S8gTTT
-6-96ST) -9-86ST) -1-96ST) -G-86ST) -/-86ST) -g-zov1) -1/V€€0T)  -9-068T6T) -8TTEC0T)  -8-6/8T6T) -5-9S8T6T) -€-6£00¢T) s19plosip
velie T9/1T 9-7/1T 6-S/1T €9/1C 9-0Z6T 6-2ST18C 9-¥8799¢ €066/ 8:/15/9t 0-T€ET99T 1-06059T [e39[jso|ndsniy

(9:9596 (8:0668 (£¥856 (S'9¥06 (1-8868 (€TELS
(099-6:92) (1:99-0"£2) (0:99-6-92) (199-0/7)  (199-0/7) (2°99-0-LT) -7-€€8€) -G-€55€) ~7-018€) ~/-/15€) -2-255€) -8:6/22) S9SEASIP
[ [ 47 (447 vy vy [ R4 6-85€9 71885 9:/1€9 1265 7-6/85 9-78/€ uebi03suas 1310

(2474 (74 (0-€59/11 (9-086 01T (£-SLy 91T (€-0v090T (LT¥610T (Cehreg
-0:0LE) (S9E4¥69€)  (€£64-669E) (£9€/-969€) (S9E/-€-69€) -8:99¢€) -€1¥209) -T/6€€9) -€:09969) -£976€9) -8V/E€9) -1-/991€) sso| burieay
8:0€S T-0€S £-0€S €0€S T-0€S €8¢S 098158 YAVATA 8-87EV8 S-88¥ 9/ 9¥895/ ¥-€0€ Y 1310 pue pajep.-aby

(6125 (2905 (z¥85cg (SvovesL (560918 (L-612€L (06822 (R74434
-0:0v7) (L/415V8€0)  (€1¢S-L6€0) (8815-06€0) (L/15V8E0) -¥:922) ~¥-/200V) -1:006 7€) -£:9056€) -6:09€ 5€) -0-988 7€) -9:/6€6T) SsO|
G-85€ 0-95€ 6/S€ 1-95€ 0:95€ 8-EVE ¥:999/5 786605 6:09695 552915 18605 889 6¢ uolsiApuessaupul|g

(s-£6TT (F-v62T (9-9621 (s-S6ztT (F-v6zT (T-SLzn (9-€8790t (526L¥8T (6-gzvvoT (£:9€99gt (A TA % (zTT660T

-TLV9) -9-¥¥9) -£-9%9) -2:5%9) -S-¥19) -5-7€9)  -€-6¥¥901) -6-/9T€6)  -9-6STSOT) -0-TIY 176) -0-87Z€6) -S-89/19)
S-€€6 5-0€6 8:2€6 €16 -0€6 916 6-0TT6VT €/6STET T/09/VT €SE0vET g-TvSTeT VyLL8L saseasip uebio asuag

(abed snoiaaid woly panunuod)
050T
‘olreudds 0502 0S0¢ ‘oleuds 050¢
uoljeudde)  ‘OLBUDIS SYSIY uoljeudde)  ‘oLIeUIIS SYSIY
0S0C pueuOnRUINN  DI|OgeIdN pue  0SOT ‘Oleuds 050T [4dv4 pueUOILIINN  DIJOQEIRN PUB  0SOT ‘OLIBUIS
‘olIRURIS pooyp|iyd |einoineyag JUBWIUOIIAUG ‘ol1eUdIS ‘oueuds  0SOT ‘oleudds pooyp|iyd |einoineyag JURWIUOIIAUT  0G0T ‘OMeudS  ZZOT ‘OoleuddS
pauiquio) panoidw| panoiduw 1a)es EAICIETEN] EAlICIETEN] pauiquio) panoidw panoidu| 134es EAlICIEIEN] EAICIETEN]

(00000T 43d) 2181 ATVQ pasiplepuels-aby

(spuesnoyy ui) sATvaabe-|y

www.thelancet.com Vol 403 May 18, 2024

2234



Articles I

(9bed 1xdU UO SBNUIIUOD 7 3|qe] )

(9-zbTe (T£91C (S-€Lee (9-£L12 (£-€91C (z/1€€
(6-zz-z11) (8-zz-T11) (g-zz-z11) (g-zz-111) (111 (Lty-790) -/0¢T) -8-6€1T) -7°8611) -TSYIT) -/-g€11) -6-966T)
S/T VLT ¥-/T ¥-/T €/1 £-S€ TTEQT T/ 16181 0-0%/T 8-62LT S¥08¢ sbuiuosiod
(£-6£76 (€568 (€T5€6 (87868 (6-8168 (0-9zoot
(6:68-6-€9) (-68-9-€9) (568-£-€9) (968-£-€9) (€68-9€9) (8-Lt1-T°28) -9:/689) -€v/59) -/-8¥8S) -6:6095) -€:/959) -/-8¥¥9) SsadueISqNS
S (& e e T 8901 6509/ €102L SEVSL [& 474 9061/ £-96€8 oy pue ‘yeay ‘all4
(6-62¢ (e16821 (T9gset (g-ot621 (To9vzt (rv6vet (T¥S1/1
(T¥S1-4¥v/)  (TSST-2SL)  (6¥S1-TSl)  (9€ST-Sv.)  (L¥ST-T1:92) -E¥8T) -5-7¥g9) -€:8€99) ~/:6589) -9:8099) -0'6299) -0-789€T)
6:50T 9:90T 9-90T 1501 #:90T 150t /%626 8-€706 1¥1€6 1-€668 G-€206 T-GEEST buiumoiq
(SThS (zeey (762506 (510082 (S¥gr68 (0:€606Z (1996 ££ (g-oev €S
V-€/8) (8TVS-9-€LE)  (30VS-8TLE)  (LTvS¥L€) (L1S-9-€L€) -£8¢h) -1:/9019) -715819) -7:59865) -€-/¥/TS) -TT€819) -2:£029€)
[ 4 [ 4 L-6VY 6-0SY 05y $-8¢S 6LLLYL €very9 6:7/9¢€L 7-807S9 1-90¢V9 0-€L0¥Y s|led
(g-€9zT (g-z9zT (g-z9zt (51921 (z192T (6-¥6ST (T-28T6ST (8-60S€VT (£-0£9 /ST (VA{:YA 4743 (6-€gE€PT (0-60/LTT
-8-S18) -£-ST8) -€-918) -8-18) -€-918)  -€¥brI) -T-8¢€TTT)  -0°STTO0T) -/¥zzo1t)  -¥-062T0T)  -6:ISTOOT) -6-7SET6) saunful
€701 V-zTot V-zTot €1T0T 9-TI0T 0-LVET -9v0EET £-68V7 61T 9-TTLIET 6-9950CT 0-98€6TT €6vLL01 [euonuajuIun
(9-9085 (€965 (82615 (61095 (£1655 [VA:1454
(9¥S-62v)  (9¥S-62h) (L¥S-0-€¥) (SvS-gtv)  (9¥S-67h) (209-6:09) -9:/15b) -6-SvEY) -6:605%) -9-15€%) -Tevey) -9¥ITh) saunful
&34 18y €8v o8l 1-8¥ €55 67805 0-206¥ 8:G/0S €506¥ 76681 8:0057 Hodsuen Ry
(€1€0T (S-sg0t (£veot (0858 (L-26¥ 66 (292996 (5£6L66 (598196 (002596 (£-6gz0L
-/-90%) -9:80%) (0-8€01-560%) (9:£20T-9-50%) -¥-gov) -£6¥/) -0v88th) -6v9/1h) -€150€h) -798S1h) ~LTVLTh) -6:00909)
¥-0%9 (437 9r9 €8€9 87v9 9208 118759 8-€6v €9 $T0559 8:9TZ€9 €Ehr €9 6-7T159 saunful peoy
(0-601 (6-zgot (g-5801 (0-SZot (zzgot (6-916 (9-16270T (T-90€£TOT (1925 V0T (0-o¥6 001 (£-gozToT (42474
-v-¥Sb) -¥-99%) -€-/SY) --€SP) -2-95b) -6-008) -6-65LLY) -0-€059%) -£-506 /Y) -1-92€9%) -0-9/¥ 9Y) -5-1€8¥9)
S-889 €169 6:269 €989 6069 6:/58 £-€9€0L £-S6€89 €//50L 1-2¢T 89 9-2v€89 /-€2969 saunful podsuesy
(zoto€ (6-cT0E (T-0z0€ (0-T00E (8-TT0E (8-¥9€e ((Vazd 743 (1-9€280¢€ (066£Lz€ (6786 go€ (9-€86 L0E [CRSt:14 744
-G-6102) -0-¥20?) -£-9207) -1-9T07) -€-€207) -1-¥8£7) -9-18ST€T)  -LTITTQTT) --6€81€7) -0-8/98TT)  -T690817) -¥-£90€cT)
L-6TiT TEve LL€VT €veve R &344 0-790€ 9-€1/S/¢ €-86%785¢ 0-S¥Lvle £-001 652 9-T0€ 85S¢ €-€689%¢ saunfu
(z118T (1999€
(zTE-9-21) (1e-L-T1) (01€-521) (6-06-S-21) (oTE-GTn)  (£65-957) -6189) (1:/181-2:989) (£96/1-L-£/9) (L-€6/1-0-S/9) (6-S6/1-E£/9) ~/-T/ST) awopuks
8-1¢C 07t yand 91T yand 0¥ 0-10ZT 65021 0-C6TT 6811 71611 S-119T U1eapiueyul usppns
(oLey (ogty (665€£5 (r89z€s (81048 (96€5€S (8:052€S (969.5¢
-8:991) (0/zy-6-991)  (T-Ley-8:99T)  (6:92v-8:991) (0-L¥-699T) -891) -6:086€0) -512072) €78 €0 ~£:69122) -8-€1027) -S-97TYT)
¥18¢ 918C 918C 7182 918¢ 6:9/C G-SIT6E 9-0/09€ 6:0/88€ 0-€679¢ €8509¢ TIE9 €T SI3pIosip [eI0
(€-90¢ (-9€89¢ (€99 (£0L9t (6-005 ¢ (£-959€¥T (815021 s19plosip
(9zr-€121) (6:607-8:611)  (9¢te-€1z1) (8:607-9611) (6:607-/6TT) -1-221) -/-S5791) -8TZ9V1) -T-//191) -0TTLYT) -/Y19¥1) -/-//66)  dunwiwipue‘poojq
8/S1 6551 8/ST 8:GST 8:GST S-/ST 6-8650¢ /579 8T 9:98% 0 /Tl gt 9919 8T 1¥66 7T “Sljoqe3aw ‘durdopul
(CRdord (8861 (851261 (856281 (r¥9061 (9T07 81 (£S9zgt (0-Lzest selwoeue
-z1en)  (§10z-50z)  (120z-6-0z1)  (8107-9-02T) (€T07-H-02T) -r€en) -6-6¥11) -€5¥901) -/-TSTTT) --91£01) -6-0£901) -6:60£6) >nAjowsaey pue
[:/ST £-9ST €/ST 0451 9:9ST [/ST 6606 VT €790V 0T8LYT £TSTYT TThovT €/96T1 saiyredourqojbowey
(ovey (899¥ (e6Sy (8vzSer (ryovy (1609 €7 (€eL15¢r (gesL8e
-0Z61) (9€Er-8T61) (OVEV-6T6T) (9-€E-816T) (9-€EEV-8-T6T) -09€2) ~CLEV 6T) ~/YSL61) -666€61) -S8161) -€6Y161) 7Ly 61) 59583sIP
616C L16T 8167 LT6T LT6T LSEE TEVS6T 0€86 8¢ 8:€8Y 67 798067 0£L68 6-5/L1T ea1bojodseukD
(abed snotaaid wouy panunuo)d)
050T
‘OlIeURDS 0502 050z ‘oleudds 050¢
uoljeunde)  ‘OLRUIS SYSIY uoljeudde)  ‘oLIeUIIS SYSIY
0907 PpueuonuINN Jljogels|\y pue  QS0Z ‘OleuadsS 0502 radoYd pueuOnLIINN  DI|OdeIs|\ pue  QS0Z ‘OleUIS
‘oLeudds pooyp|iyd |elnoineyag JusWIUOIIAUg ‘olIeUDS ‘oleuUddS  0SOT ‘oleudS pooyp|iyd |einoineyag juswiuodIAug - 0S0T ‘OlBURDS 70T ‘OlRUIS
pauiquio) panoidw) panoiduw 195 9dURIRYRY 9dURIRYY pauiquio) panoidw) panoidu| JETLES EAlICIEIEN] 9dURIRYY

(00000t 13d) 2381 ATYQ pasipiepueis-aby

(spuesnoyy ui) sATvaabe-|y

2235

www.thelancet.com Vol 403 May 18, 2024



I Articles

olreudds Aq 050 pue ZzZOT Ul Sa1el ATya pasipepuels-abe pue sjunod ATyq dy1dads-asned [eqo|o :z ajqy

“1eak-aJ1| parsnlpe-Aijiqesip=A1ya ‘Aydiesaiy asned qgo ay3 Woly sasned [9A3) Jaybiy patebaibbe ajedipul 121 pog Yyim smoy “sasayiualed ul sjeassjul Ajurendun %56
U1IM SUB3LU Se Pa3si| aJe S31eLIIIST "OLIBUSDS PAUIGLUOD 33 PUE ‘OLIBUSIS UOIBUIIEA PUB UOHLINN POoyp|iy) panoidu| ‘oLIeuds sysiy J1joqeIayy pue [einolneyag panoidu] ‘01ieuads JUsLUUOIIAUT J9JeS ‘OLIeUSDS 3UaI3J] 31 3PN|DUl SOLIBUIDS BAY 3Y |

(9-629¢ (£-€65¢ (00091
(0:62-6'6) (6:82-66) (0:62-6'6) (0:62-6'6) (6:g7-6'6)  (00-€8) -7-8€6) -¥:616) (0-€297-7:££6) (5565C-T-026) (S065C-1-616) -9:9/9) SUOIINdAXd
89T 89T 89T 89T 89T (&4 6-TEST €/0ST 8-87ST S-80ST 1-905T 116 pueIuoI j0g
(556581 (66821 (9581 (rozg/t (9vLLL1 (Sz/S€tT
(¢661-979) ('g61-079)  (T661-579)  (z'861-079) (1'861-619) (C9/I-TTh) -6:6965) ~L¥6/S) -9-8¥6%) -5-6085) -€-68.S) -T:/52€)
€971 G-STT 9Tt S-Sz ¥-qeT 1-501 €T8LTT 9-€6ETT £[8TLTT VYT IT €¥gETT 8°€818 WSHI0113) pUB PIYUO)
(Z-g¥€ (109 (0-898z€ (0€592€ (9¥So€€ (6-Sevze (9-0€92€ (61668
-6607) (T19€-9:0T7)  (€TS€-0-T12) (T8¥€-6:807) (6:05€-5-0T2) -¥-01€) -¥'9796T) -9://T6T) -0"80L6T) -6-G/161) -¥-€9261) -0T1057) DUI[OIA
9T 09t ¥9t 819¢ 8-€9¢ %33 1-8/1YT £1T5¥T 47374 TY9EvT €1057T 1-6€£89¢ Jeuossadiau
(z:86¢ (3234 (r6811H (598/6€ (r6vety (creL6€ (0v2L6€ (T5509€
-9:997) (£66€-7:£97) (500v-0-897) (T£6€-8597) (€£66E-7:£97) ~£1/€) -¥-8€187) -61S€/0) -0'66187) -9:262/0) -T9vELT) -0/¥S0€)
8 X43 [47443 8143 9-zee (4743 0L0% 9-0vz e TO6TEE L a3%3 JA 44833 €T8TEE 0-075 €€ wiey-413s
(S-S18 (£-918 (918 (6-9¥6 (£-68€08 (0-S6¥ 82 (€-1¥S08 (9:£928L ((2:144:74 (£-€9592
-0-zv9) -0-¥¥9) (1-618-¥-S¥9) (9-zT8-€-0%9) -8-€v9) -8-€//) -8-€8T19) -0-€5929) -S-6VEV9) -8-¥9¥29) -8-€29279) -€:65979) @>udjolA [euosiadiaiul
8-8¢L -0€L {44 9:97L €0€L 0658 S-€0€L 8:7190L 195V L L1V 0L 0-€/50L 707969 puewiey-|9s
(£:£€69 (T€vS9 (0-€269 (z6¥59 (z'8£59 (0-zL6L (jeussyun)
(8:09-6€€)  (6:09-6-€€) (019-0%€) (909-2€€)  (8:09-6€€)  (T£6-€:89) -G-98/€) -5-/09€) -T¥8L£) -0-509€) -1:509€) ~8-LELY) saunfuy
214 9t S-9t [414 -9y 27 €981S 0-526¥ 9-8/1§ 0-526¥ 60261 €9679 |euonulluUIUNIBYIQ
(€996¢T (So/5¢€tT (r6Sg€T (8:8€9¢€T (rveser (Tegest
(96591-56)  (0791-56) (8791-56) (S¥91-56)  (£€91-56) (T:T0T-50T) -0-916) -3-388) -1-C16) -5168) -1:888) -6'1€8) ainjeu
S-g€ -3¢ S-g€ g€ g€ oSt S-e6ve L¥6€E 127443 6-€0vE £:06€€ 0TSE Josadiojo3ainsodx]
(20042 (L€9pT (929t (g-5gc (r19Pe (o¥¥oz
(zze-£-8) (12-9'8) (vze-£8) (T22-9-8) (Tzz-9-8)  (SY-€v1) ~V-€ETT) -5-6%0T) -G-/211) -8-¥50T) -6¥01) -/-961T) a1nsodxa pjod pue
YT YT SPT YL SPT 1-0C 878t G-7691 1-/281T £-S0/T S169T 1-5/9T 13y [ejusLLLOAUT
(L5152 (S¥€69 (zoStL (6v£69 (g-€269 (8-2££9
(S¥/-1-8€) (LYL-T-8€) (r¥/-1-8€) (9v/-tge)  (9v/-z88) (€48-819) -9-8TEY) -€T¥6€) -5-662¥) -7656€) -1:9€6€) -6-60¢%)
¢SS €SS SS €SS €SS 9L 80185 Y-LTES 75945 €/S€S -0CES 9-16SS Apoq ubiai04
(£-€6votr (08966 (ostvot (g-0t00T (z/v66 (£:0909
(§-901-G-£8)  (670T-5L€) (€901-9£8)  (8YOT-+-£E)  (LYO1-SLE)  (T:8L-L6Y) -9:Z60%) -1:906€) -€-7/0h) -9-816€) -9-006€) -/-€26€)
v9 6:€9 T¥9 8€9 8€9 979 0T899 99€9 00799 €06€9 6-55€9 S-706Y 19e3U0) [RLIIUY
(g-60t8 (6-87SL (32608 (6:/19¢ (0-£TSL (z¥ess
(0-8£-£-0€) (€££-50€) (§££-9-0€) (+££-50€) (0£L-¥08)  (0°€L-815) -L-€79€) -9-/5€€) -9:£09€) -¥-€8€€) ~¥-€9€€) -Tvzob) JudWieas} [ed1paw
667 9:6% L6V 9-6¥ S-6¥ 9:€9 76785 £:580S 5-99%S 9-6¢1S 6-5/0S |R44°14 4O S19)43 3SIaApY
(9v6vvT (S-6/2€1 (9T0S YT (L€sL€T (Tt9s€T (gLt
(§6TT-7°0L)  (8:6T1-€0L) (z0€1-504)  (T671-6:69)  (8671-€04) (££51-586) -8:5508) -6:60//) -8:5908) -9:569/) ~2:90/4) -9-8¥18) 92104 [EJIURYII
S/6 116 0-86 L6 116 ¥-GeT 166 0T 6-98%70T 670011 6-89% 0T 6:0870T /-61€0T o3ainsodx3
(abed snoinaid wouy panunuod)
050T
‘011eUS 0502 0507 ‘oleudS 050T
uoleUDIR  ‘OLIBUIIS SHSIY uoljeunde)  ‘oLeUIS SYSIY
0502 pueuonuinN Jljogela| pue 0S0¢C ;O_‘_mcwuw 050¢ radire pueuonuinN Jljogeiady pue 0S0¢C ‘O:mcwum
‘ol1eUddS pooyp|iyd |einoineyag JuaWuolIAUg ‘ol1eURdS ‘olleuddS  0S0C ‘olleusdS pooyp|iyd |elnoineyag JudWUOIIAU QG0 ‘OleUDS  ZZOT ‘OleuddS
paulquio) panoidw] panoidu 19)es 9dUIYRY DURIRYRY pauiquio) panoidw] panoidw] 1945 EAlICIEIEN] DUIRYRY

(00000t 12d) 3381 ATVQ pasipiepuels-aby

(spuesnoya ut) sxTvaabe-|y

www.thelancet.com Vol 403 May 18, 2024

2236



Articles

Global Central Europe, High income Latin America North Africa South Asia Southeast Asia, Sub-Saharan
eastern Europe, and and east Asia, Africa
A and central Asia Caribbean Middle East and Oceania
[ Injuries [ Communicable, maternal, = Non-communicable diseases

neonatal, and nutritional diseases

200 ; 400
175 350 200
g 150 300
= 125 250 150
= 100 200 100
“g’ 75 150
S 50 100 50
25 50
0 0 0
40000
N 35000
§ 30000
g 25000
g 20000
P 15000
& 10000
5000
0

I HIV/AIDS and sexually
transmitted infections

[ Respiratory infections
and tuberculosis

[ Enteric infections

disorders

[ Other infectious diseases
[CIMaternal and neonatal

[ Nutritional deficiencies

I Cardiovascular diseases B Mental disorders
= Chronic respiratory disease [ Substance use disorders

Il Digestive diseases [ Diabetes and kidney

[ Sense organ diseases
B Musculoskeletal disorders

[ Other non-communicable

I Unintentional injuries

[ Self-harm and
interpersonal violence
I CovID-19

diseases diseases
[ Neglected tropical Il Neoplasms [ Neurological disorders [ Skin and subcutaneous [ Transport injuries Il Other COVID-19
diseases and malaria diseases pandemic-related outcomes

200 400

3000 175 200 200
’g 2500 150 200 600
= 2000 125 150 500
£ 100 150
c
< 1500 100
S 1000 & 100 300
3 50 o 200
500 25 100
0 0 0 0
50000 i
' 40000
:
g‘ 40000 |
S 30000
S 30000
%
< 20000 20000
g
£ 10000 10000

O O 0 (O O O 0 O
N\ N\
A OGS

Year Year

Q 0O 0 (O
N
IO SRg

i 250

Q O 0 (O Q O 0 (O
2 N
Oy IOy

Year Year Year

Q 0O 0 (O
N
B

Year

800

O O 0 (O Q O 0 O
> N\
S S

Year Year

Figure 3: Global and super-regional DALY counts and age-standardised DALY rates by Level 1 (A) and Level 2 causes (B), 1990-2050
Forecasts are based on the reference scenario. The dashed vertical line indicates the year 2022 (the first forecast year). Note that scales are not anchored at zero and there are different scales across

super-regions so that change over time is more visible.

respectively. Another notable shift is from fatal to
non-fatal burden, as measured by the proportion of
DALYs due to YLDs (figure 5). The global proportion of
DALYs due to YLDs is forecasted to increase from 33-8%

www.thelancet.com Vol 403 May 18, 2024

(27-4-40-3) to 41-1% (33-9-48-1) from 2022 to 2050, a
relative increase of 21-6% (11-4-30-4). The largest shift
from fatal to non-fatal burden was forecasted for sub-
Saharan Africa, from 20-1% (15-6-25-3) in 2022 to
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A
Leading causes 2022

Leading causes 2050

Mean percentage

Mean percentage change

change in number of DALYs in all-age DALY rate

Mean percentage change in

age-standardised DALY rate

1 Ischaemic heart disease

1 Ischaemic heart disease

161 (-28:3 t0 44-6)

135 (-40-7 to0 27-6)

-44-4 (-63-9 to-137)

2 Neonatal disorders

2 Stroke

12:9 (-467t0 34)

3.94 (118410 16)

-38.8(-49-7t0-24-1)

3 Stroke 3 Diabetes 97-5(82-1t0 114) 68 (517 to 86-5) 22.4(10-4 t0 36-6)
4 Lower respiratory infections | 4 COPD 72-8 (39-6 to 113) 47 (19to 86-1) -13-8 (-34-6 t0 15-6)
5 Diabetes - 5 Neonatal disorders -37-2 (-48-4to-23) -46-6 (-55-8 to -34-4) -32.7 (-43-2to-17-5)
6 COPD 6 Other musculoskeletal 109 (97-2to 119) 77-5 (70-8 to 84-9) 54-8 (523 t0 57-6)
7COVID-19 7 Low back pain 34-1(28-1t0 40-4) 13-9 (10-3t0 18) -5.23 (-5-58 t0-4-9)
8 Low back pain 8 Alzheimer's disease 142 (106 to 173) 106 (80-6 to 129) -2.91 (-4-6 to-1-47)
9 Road injuries 9 Lower respiratory infections|  -14-6 (-25 to-4-23) -27-4 (-36-3t0-16-1) -44-1 (-53-2t0-32-1)
10 Diarrhoeal diseases 10 Chronic kidney disease 122 (71-7t0 183) 88-8 (43-8t0151) 28.6 (-6:61t0 77-7)
11 Congenital defects 11 Age-related hearing loss 66-7 (56 to 78-8) 41.7 (33-4t0 50-1) 0-387 (-0-408 to 1-17)
12 Malaria 12 Depressive disorders 35-4(28-9to 41-6) 15-1 (11-8 to 18-9) 3-8(3-02t0 4-51)
13 Depressive disorders 13 Road injuries -1-47 (-34-3 to 50-4) -16-1 (-44-8t0 31-3) -187 (-48-2t0 30-6)
14 Headache disorders 14 Lung cancer | 369(335t0746) || 163(-981t0442) || -235(377t0-6:91)
15 Cirrhosis liver 15 Falls 45-1(32-2t059-1) 23-3(13-3t032-7) -14-9 (-18-6 to -11.5)
16 Lung cancer 16 Hypertensive heart disease 135 (78-8 t0 203) 99-8 (49-4t0 167) 226 (-12:9to 68-4)
17 Other musculoskeletal 17 Cirrhosis liver 27-3(11to 45-7) 827 (-6-41t027) -12 (-24-5t0 4-22)
18 Age-related hearing loss 18 Headache disorders 19-8 (13-8t0 28.9) 1-84 (-11t0 8-87) -0-299 (-0-866 to 0-375)
19 Falls 19 Blindness and vision loss 71.9 (57-2t0 87-2) 46-1(34-5t056-6) 3-69 (176 to 5-39)

20 Tuberculosis L

"/ 20 Diarrhoeal diseases

-20-2 (-443t0153)

-32-1(-53-2 to-0-585)

-40-9 (-61-1t0-8-07)

22 Alzheimer's disease
23 Chronic kidney disease 3
27 Blindness and vision loss

30 Hypertensive heart disease

B
Leading causes 2022

25 Congenital defects
27 Malaria
32 Tuberculosis

" 172 COVID-19

Leading causes 2050

Mean percentage change

Mean percentage change

Mean percentage change in

in number of deaths in all-age death rate age-standardised death rate

1 Ischaemic heart disease 1 Ischaemic heart disease 20-6 (-12.7to 64) 2.69 (-27 to 44-4) -44-8 (-64-3to-15-4)

2 Stroke 2 Stroke 28.5(7-89 to 51-1) 9-27 (-7-5 t0 30-9) -41-3 (-53-4t0-25.9)

3COPD 3COPD 102 (66-1to0 141) 71-8 (40-1t0 113) 137 (-343t0 15:6)

4 Lower respiratory infections . _ 4 Alzheimer's disease 173 (124 to 222) 132 (95t0 168) -3-48 (-5-38 to-1-07)

5COVID-19 5 Chronic kidney disease 182 (126 to 245) 140 (90-5 to 202) 33-1(-0-751t0 79)

6 Lung cancer 6 Lower respiratory infections 56-7 (42-3t0 69-5) 33-3(20-1t0 46-5) -26-6 (-36-8t0-13-3)

7 Alzheimer's disease " 7 Hypertensive heart disease 165 (105 to 232) 126 (74-3t0192) 17-1 (-16-5to 61)

8 Neonatal disorders 4 8Lung cancer 68-1(24-5t0 117) 42.7 (8-87t0 80-4) -17 (-31-9t0 0:776)

9 Diabetes 9 Diabetes 76-2 (43-2to 115) 49-9 (18-6 to 89-6) -13-9 (-33-8t0 14-9)
10 Chronic kidney disease 10 Cirrhosis liver 50-7 (34-5to 67) 28-2 (12-6 to 45-3) -9:06 (-20-9 to 6:14)
11 Cirrhosis liver 11 Colorectal cancer 103 (41-1t0 177) 72-1(23-7t0131) -3.02 (-24-8t0 23-1)
12 Hypertensive heart disease 12 Falls 113 (82-1t0 146) 81-3(58-4t0107) -5-34 (-10-6 to -0-215)
13 Road injuries 13 Diarrhoeal diseases || 309(024710686) || 114(-165t047-9) | -34(541t0013)
14 Tuberculosis 14 Road injuries 9-8 (24-3t0 61-4) -6:52 (-36-1t0 41-6) -18-1 (-46-7t0 28-6)
15 Diarrhoeal diseases 15 Pancreatic cancer 140 (72-1to 219) 104 (50-3to 169) 181 (-6-89 to 46-9)
16 Colorectal cancer 16 Breast cancer 81.8 (36-1t0 137) 54-4(17-9t0 96-1) 142 (-18-9t0 24-8)
17 Stomach cancer - 17 Stomach cancer 24-7 (12-6 t0 37) 5-99 (-3-94 to 16-1) -38-1(-41-6 to -34-4)
18 Falls 18 Atrial fibrillation 229 (177 to 278) 179 (143 to 216) 17-3 (11-9 to 22.5)
19 Self-harm 19 Urinary diseases 203 (176 to 225) 158 (133t0 182) 335 (11-4 to 60)
20 Malaria 20 Prostate cancer 145 (86 to 209) 108 (60-6 to 158) 5.51(-8-93t0 23)

[ Communicable, maternal, neonatal, and nutritional diseases
=71 Non-communicable diseases

22 Breast cancer " 24 Neonatal disorders

25 Pancreatic cancer 25 Tuberculosis

Injuries
27 Prostate cancer i 26Self-harm
32 Urinary diseases ' 30 Malaria
34 Atrial fibrillation 137 COVID-19

Figure 4: Leading 20 Level 3 causes of global DALYs (A) and deaths (B), and percentage change in number of DALYs (A) and deaths (B) and all-age and age-
standardised DALY (A) and death (B) rates, 2022-50

The two main columns display the top 20 causes of DALYs and deaths in descending order for the specified year. Causes are coloured by Level 1 cause category and are
connected by lines between time periods; solid lines represent an increase or lateral shift in ranking, dashed lines represent a decrease in rank. Bolded values indicate
statistically significant changes from 2022 to 2050. Estimates are global and for the reference scenario. COPD=chronic obstructive pulmonary disease.
DALY=disability-adjusted life-year.
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Figure 5: YLD proportion (%) of total DALYs by country and territory, 2022 (A) and 2050 (B)
DALYs=disability-adjusted life-years. YLD=years lived with disability.
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35-6% (26-5-43-0) in 2050 (a relative increase in the
proportion of DALYs due to YLDs of 77- 3% [48 - 6100 - 8]).

Leading causes of deaths

Reference scenario trends for the leading causes of death
between 2022 and 2050 were similar to those of DALYs,
with NCDs continuing to increase in prominence
compared with CMNNs (figure 4B, appendix 2 table S4).
Ischaemic heart disease is expected to remain the leading

cause of death through to 2050 at the global level,
followed in descending order by stroke and COPD.

Among top-ten CMNN causes in 2022, lower respiratory
infections and neonatal disorders are both expected to

drop in ranking by 2050, from fourth and eighth to sixth
and 24th, respectively. In contrast, Alzheimer’s disease,
chronic kidney disease, hypertensive heart disease, and
colorectal cancer are all forecasted to rise in ranking over
the forecasted period, from seventh, tenth, 12th, and 16th
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Figure 6: Global and super-regional all-cause age-standardised DALY rates (A) and all-age DALY counts (B), for the past and for five future scenarios, 1990-2050

The dashed vertical line indicates the year 2022 (the first forecast year). The blue shading indicates the 95% uncertainty interval for the reference scenario. The five scenarios include the reference
scenario, Safer Environment scenario, Improved Behavioural and Metabolic Risks scenario, Improved Childhood Nutrition and Vaccination scenario, and the combined scenario. Note different scales
were used across each super-region so that change over time is more visible. DALY=disability-adjusted life-year.
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to fourth, fifth, seventh, and 11th, respectively. Country-
specific leading causes of DALY and death results can be
found in appendix 2 (figures S4-S8); country-specific
leading causes of YLLs and YLDs are also shown in
appendix 2 (figure S6).

Population and age structure, reference scenario

Our reference forecast shows a global increase in death
and DALY counts (50-8% [95% UI 40-2-64-6] increase
in number of deaths from 2022 to 2050 and 18-0%
[9-4-28-8] increase in number of DALYs) as well as all-
age rates (27-9% [17-2-41.-8] increase in number of
deaths per 100000 from 2022 to 2050 and 0-1%
[-8-4 to 10-9] increase in number of DALYs per 100000),
but a decline in age-standardised death and DALY rates
(25-6% [10-6-35-3] decrease in the age-standardised
death rate per 100000 and 20-8% [8-3-28-9] decrease in
age-standardised DALY rate per 100000). This
phenomenon is driven by shifts in the age structure of
the global population between now and 2050, when we
forecast 12-2% (11-3-13-0) of the global population will
be older than 70 years, compared with 6-4% (6-3—6-5) in
2022 (appendix 2 figure S9). In absolute terms, this shift
will be most pronounced in the southeast Asia, east Asia,
and Oceania super-region, increasing from 7-4%
(7-3-7-5) in 2022 to 18-4% (17-0-19-6) in 2050, while in
relative terms, this shift will be most pronounced in
north Africa and the Middle East, increasing from 3-3%
(3-3-3-4)in 2022 t0 9-2% (8-2-10-1) in 2050. Population
growth will be most pronounced in the sub-Saharan
Africa super-region (an 82-2% [71-4-94-0] increase from
2022 to 2050).

Alternative scenarios

DALYs by scenario

We forecast large differences in future DALY burden
between the alternative scenarios globally and across
super-regions (table 2, figure 6A, B). Globally, the
forecasted effects are strongest for the Improved
Behavioural and Metabolic Risks scenario, with a 13-3%
(95% UI 11-8-15-0) decrease in DALY counts in 2050
compared with the reference scenario. For the Safer
Environment and Improved Childhood Nutrition and
Vaccination scenarios, we forecasted decreases of 1-8%
(1-4-2-4) and 0-6% (0-1-1-0), respectively, in 2050,
compared with the reference scenario. The combined
global impact of the three scenarios is forecasted to
amount to 15-4% (13-5-17-5) fewer DALYs in 2050 than
in the reference scenario. Across super-regions, the
largest decrease in DALYs between the reference scenario
and the Improved Behavioural and Metabolic Risks
scenario was seen for north Africa and the Middle East
(23-2% lower [20-2-26-5]) and the smallest for sub-
Saharan Africa (8-7% lower [7-5-9-8]) and the high-
income super-region (10-4% lower [9-6-11-2]). The Safer
Environment scenario was forecasted to have the largest
impact on DALYs in sub-Saharan Africa and south Asia
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(5:2% [3-5-6-8] and 2-1% [1-6-2-8] fewer DALYs
compared with the reference scenario, respectively),
while the smallest effects were seen in the high-income
and central Europe, eastern Europe, and central Asia
super-regions (0-1% [0-0-0-1] and 0-2% [0-2-0- 3] lower,
respectively). The Improved Childhood Nutrition and
Vaccination scenario was forecasted to have by far its
greatest impact in sub-Saharan Africa—a 2-0% (-0-6 to
3-6) decrease in DALYs—followed by south Asia, with a
0-5% (0-3-0-6) decrease. The impact of this scenario
was smallest in the high-income super-region, with a
decrease of 0-01% (0-01-0-02). The combined impact of
the three scenarios ranged from a decrease of 10-4%
(9-7-11-3) in the high-income super-region to a 23-9%
(20-7-27-3) decrease in north Africa and the Middle
East. Country-level results for the impact of the alternative
scenarios on DALYs are shown on world maps in figure 7
Additional country-level scenario results for DALYs and
deaths can be found in appendix 2 (figures S10-S13,
tables S3-S4).

Life expectancy decomposition by scenario

Global life expectancy for all sexes combined was
forecasted to increase by 4-6 years (95% UI 2-0-6-4)
between 2022 and 2050 in the reference scenario and an
additional 5-3 years (4-6-5-8) above the reference
scenario under the combined alternative scenario (an
increase of 127-9% [75-4-288-8] over the reference
scenario). All seven super-regions were forecasted to
experience substantial additional gains in life expectancy
under the combined scenario, ranging from 3- 3 additional
years (3-1-3-4) compared with the reference scenario in
the high-income superregion to 7-9 additional years
(7-0-8-8) in north Africa and the Middle East. Globally
and in all super-regions except sub-Saharan Africa and
south Asia, the additional gain in the combined scenario
more than doubled the gain in the reference scenario
alone (ranging from 135-4% to 232-6%). In sub-Saharan
Africa and south Asia, the additional gains were 6-1 years
(5-3-6-7; a 67-9% increase from reference gain) and
5.6 years (4-8-6-2; a 91-9% increase), respectively. In the
reference scenario, the largest Level 2 cause-specific gains
in life expectancy were due to improvements in
cardiovascular diseases in five of seven super-regions,
with respiratory infections and tuberculosis (primarily
COVID-19) declines causing the largest improvements in
sub-Saharan Africa and Latin America and the Caribbean
(figure 2). After cardiovascular disease gains (35-4% of
the total global life expectancy gain), improvements in the
GBD Level 2 causes that contributed most to global life
expectancy gains in the reference scenario were, in
descending order, respiratory infections and tuberculosis
(primarily COVID-19), maternal and neonatal disorders,
and enteric infections, contributing to 23-3%, 10-0%,
and 4-2%, respectively, of the total gain. In the high-
income super-region, the leading causes in the reference
scenario after cardiovascular diseases were respiratory
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Figure 7: Percentage decrease in DALY counts in 2050 between the reference and four alternative scenarios by country and territory
Alternative scenarios are as follows: Safer Environment scenario (A), Improved Behavioural and Metabolic Risks scenario (B), Improved Childhood Nutrition and Vaccination Scenario (C), and the

combined scenario (D). DALY=disability-adjusted life-year.
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infections and tuberculosis (primarily COVID-19; 39-0%
of total improvement in life expectancy), neoplasms
(7-0%), and self-harm and interpersonal violence (4-7%),
and in sub-Saharan Africa respiratory infections and
tuberculosis gains were followed, in descending order, by
cardiovascular diseases (14-9%), HIV/AIDS and other
sexually transmitted infections (12-9%), and neglected
tropical diseases and malaria (9-7%). The year 2022 was
still marked by a considerable mortality burden from
COVID-19, compared with the zero COVID-19 deaths we
assume in 2050 (see Methods for details). In the combined
scenario, improvements in cardiovascular diseases
contributed to the largest gains in life expectancy across
all seven super-regions, followed by respiratory infections
and tuberculosis (primarily COVID-19) for three of seven
super-regions. Additional country-level results for life
expectancy decomposition for all scenarios can be found
in appendix 2 (figure S14).

Model performance

We used a skill metric to evaluate the performance of our
forecasting model, for which a positive skill value indicates
better performance than the baseline model (a simple
model holding 2009 values constant in the future) while a
negative skill value indicates worse performance than the
baseline model. Skill values for all-cause mortality as well
as the GBD Level 1 causes (NCDs, CMNNSs, and injuries)
were positive for out-of-sample predictions (appendix 1
table E). The skill value for all-cause mortality was 0-44 for
males and 0-49 for females. Among Level 1 causes, the
highest skill value was for CMNNs in females (0-75) and
the lowest was for injuries in males (0-19). Among GBD
Level 2 causes, neurological disorders in males had the
highest skill value (0-74) and musculoskeletal disorders in
females had the lowest skill value (-0-82). Five of 22
Level 2 causes had negative skill values, most notably
mental disorders and musculoskeletal disorders, but the
causes with negative skill values contributed just 11-81%
of total deaths (appendix 1 table E).

Similarly, both male and female DALY out-of-sample
model estimates had a positive skill value for all-cause
DALYs and the GBD Level 1 causes (appendix 1 table F).
All-cause DALY skill values were 0-58 for males and
0-66 for females. Among Level 1 causes, CMNNs in
females had the highest skill value (0-78) while NCDs
and injuries in males had equally low skill values
(0-24). The highest skill value among Level 2 causes
was for HIV/AIDS and other sexually transmitted
infections in females (0-74), while the lowest skill
value was for skin and subcutaneous diseases, also in
females (-1-93).

Discussion

Main findings

This study presents comprehensive forecasts of future
trends in disease burden in 204 countries and territories
to the year 2050. Broadly, our reference scenario forecasts

that age-standardised disease burden will continue to
decline in the future, albeit at slower rates than during
the three decades preceding the COVID-19 pandemic,**
and with several notable cause-specific exceptions,
including diabetes, hypertensive heart disease, and
chronic kidney disease. While CMNN diseases will
continue contributing to the overall disease burden
across locations, the proportion of deaths and DALYs due
to NCDs will increase substantially in most locations
within the next generation. This shift reflects population
ageing, improved prevention and treatment options for
many CMNN diseases, and rising rates of obesity and
metabolic disorders. That said, our reference scenario
forecast of continued progress on CMNN disease burden
is a reflection of historical trends in which CMNN
prevention and treatment was invested in heavily. Thus,
future progress will require that CMNNSs remain a public
health priority; if these diseases are neglected, the world
will be unlikely to achieve the progress forecasted in our
reference scenario.

Even with the large disruption in life expectancy caused
by the COVID-19 pandemic, long-term trends in life
expectancy are expected to continue improving in all
regions in the coming decades, despite increases in
exposure to high temperature and increases in BMI.
Improvements in life expectancy in the coming years will
be driven primarily by reductions in deaths from
cardiovascular diseases and respiratory infections (partly
due to short-term declines in COVID-19 because we use
2022 as the base year in the life expectancy decomposition
analysis). Similar to trends in age-standardised disease
burden, we forecast that improvements in life expectancy
and HALE will be slower in the coming decades than
from 1990 to 2019, and that differential progress will lead
to narrower—but still persistent—Ilife expectancy and
HALE inequalities between locations in 2050 than we see
in 2022. The slowdown of future growth in life expectancy
that is most pronounced in the high-income super-region
has already been observed and debated in the UK and the
USA in the 5-10 years preceding the COVID-19
pandemic.”* Increasing or stalled mortality trends have
been observed both in midlife (deaths of despair due to
suicide, drugs, and alcohol) and older age groups.”*

Population growth will slow considerably by 2050 at the
global level but will remain high in some of the poorest
regions of the world. The highest rates of population
growth in the coming decades will primarily be found in
parts of sub-Saharan Africa; we forecast that population
will increase by more than 80% in this super-region
between 2022 and 2050. Pronounced increases in
population growth in this superregion will pose
considerable challenges to already strained health
systems®?” and contribute to further food, water, and
other resource scarcity in populations already particularly
vulnerable to climate change.””' The interplay between
population growth, limited health system infrastructure
and capacity, and climate change is of great importance
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when considering how to address growing numbers of
deaths and DALYs in parts of sub-Saharan Africa and in
other vulnerable populations in the future. As a greater
proportion of global deaths and DALYs occur in sub-
Saharan Africa in the coming decades, due in large part
to sustained population growth in this super-region,’
policy makers must consider how to sustain progress on
declining age-standardised rates of disease burden in the
face of greater strain on infrastructure, resources, health
systems, and the environment.

Impact of scenarios
In addition to our reference scenario, we also forecasted
three risk group-specific and one combined alternative
scenario that each illustrate the extreme ends of potential
gains in human health that could be achieved if concerted
efforts are made in the coming years to substantially
reduce or eliminate exposure to different types of risk
factors. While the scenarios reflect an unlikely magnitude
of risk reduction—eg, it is unlikely that tobacco smoking
will be eliminated completely by 2050—they nonetheless
provide valuable insights to policy makers who want to
understand the extent to which prioritising the
prevention of exposure to a wide range of known and
modifiable risks (the combined scenario) or to certain
risks over others (by comparing each scenario) might
impact health outcomes. We observed the largest
scenario differences between the reference scenario and
the Improved Behavioural and Metabolic Risks scenario
both globally and across super-regions. The impacts of
the two other scenarios compared with the reference
scenario were much smaller. Our alternative scenarios
thus suggest that globally and at the super-region level,
policies that lead to substantial reductions in metabolic
risk exposure and rates of tobacco smoking have the
potential to reduce the global burden of disease to a
greater extent than policies that lead to similarly
substantial improvements in rates of childhood
malnutrition and vaccination. Even in sub-Saharan
Africa, where the impact of the Improved Childhood
Nutrition and Vaccination scenario was largest among
super-regions, the impacts of the Safer Environment and
Improved Behavioural and Metabolic Risks scenarios
were larger and largest, respectively. To fully understand
the contrast between the reference and alternative
scenarios, one must understand that the reference might
be optimistic or pessimistic based on historical trends or
investments in the relevant interventions (eg,
considerable past progress on CMNN-related risks is
reflected in continued progress in our forecasts). Thus,
the seemingly moderate impact of this scenario relative
to the gains already projected in the reference scenario
reflects past successes in this area, and a failure to
continue the interventions that led to past progress could
lead to less future progress than we forecast.

That said, country-specific alternative scenarios
demonstrate why targeted policy approaches that address
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the specific risk exposure and disease profile of a
particular location are of great importance, as the effects
of each scenario vary substantially by country and
territory. Furthermore, risk exposure prevention is not
equally feasible, simple, or cost-effective for all risk
factors or in all settings. For example, while at the global
level, policies that eliminate metabolic risk exposure
might reduce disease burden more than policies that
eliminate exposure to unsafe water, sanitation, and
hygiene (WaSH), the scenarios do not consider the cost
and feasibility of achieving equivalent risk reductions in
one risk group or another (eg, the scenarios do not
provide insights into how feasible bringing safe WaSH
infrastructure to all households and communities
worldwide would be compared with eliminating high
systolic blood pressure worldwide). Finally, policy makers
must consider the populations most impacted by policies
that target certain risk factors over others, and the trade-
offs of each. For example, risk factors like child growth
failure primarily affect young, low-income populations,
while risk factors like high LDL cholesterol primarily
affect older, higher-income populations.

Our alternative scenarios demonstrate huge potential
opportunities to alter the course of health in the 21st
century through policy change. Much of the disease
burden in the coming years will be determined by how
much progress can be made towards reducing and
ultimately eliminating exposure to well established risks
and increasing access to well established health
interventions (eg, statins for cholesterol-lowering and
antihypertensive treatment). The risk factors and
interventions in our alternative scenarios all have the
capacity to be modified, meaning policy makers,
governments, and populations around the world have a
chance to drastically change the trajectory of human
health by using the alternative scenarios in this study to
help guide location-specific, population-specific policies
and decisions that target the most impactful threats.
Although providing population-specific prescriptions or
evaluating economic feasibility is beyond the scope of
this study, we have illustrated how our alternative
scenarios can be used to inform and prioritise risk-
specific policy change to maximise health gains in two
examples below. Here, we use Chad and Germany as
examples to demonstrate how the scenarios have
different impacts depending on country-specific contexts,
and how a policy maker might interpret different,
country-specific alternative scenario forecasts and—in
combination with other information such as current
estimates of disease burden; feasibility, cost, and
effectiveness assessments; and more—incorporate these
forecasts into policy decision making.

First, in our Safer Environment and Improved
Childhood Nutrition and Vaccination scenarios, we
projected that Chad would experience approximately 13%
and 9% fewer DALYs in 2050, respectively, if the scenario-
specific risk factors were eliminated by that time
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compared with the reference forecast of disease burden
(see appendix 2 table S3). In contrast, we can expect only
5% fewer DALYs than in the reference scenario if the
included metabolic and behavioural risks were
eliminated. Child growth failure was the leading
contributor to risk-attributable DALYs in Chad in 2021—
followed by low birthweight and short gestation, unsafe
water, and particulate matter pollution—but all-age rates
declined by more than 75% between 1990 and 2021,
demonstrating that preventing and treating child growth
failure in Chad remains critically important but also that
the country has already seen considerable improvements
towards this end. The findings from our alternative
scenarios combined with estimates of disease burden
from the recent past therefore suggest that continuing to
prioritise and expand evidence-based and locally relevant
interventions that improve childhood vaccination rates
and further reduce rates of child growth failure, low
birthweight and short gestation, unsafe WaSH, and
particulate matter pollution could improve health
outcomes in Chad considerably over the next several
decades. Policies could include those that promote
exclusive breastfeeding; support supplementation for
infants whose nutrition from breastfeeding is insufficient;
improve maternal nutrition; expand vitamin A deficiency
detection and treatment interventions; improve infant
and child access to WaSH infrastructure and primary
health care—including health services equipped to detect
early signs of child growth failure—and more.* In
contrast, failure to continue prioritising childhood
malnutrition and vaccination in Chad in the coming
decades could lead to reversals in the health progress that
has already been made and is forecasted to continue.
Second, our Improved Behavioural and Metabolic
Risks scenario suggests that Germany would experience
approximately 9% fewer DALYs than expected in 2050 if
high adult BMI, systolic blood pressure, LDL cholesterol,
and fasting plasma glucose; tobacco smoking; and
exposure to GBD dietary risk factors were eliminated by
2050. On the other hand, eliminating the risks in our
Safer Environment and Improved Childhood Nutrition
and Vaccination scenarios would have almost no effect
on DALYs, with declines of just 0-05% and 0-01%,
respectively, in 2050 compared with the reference
scenario. Considering these projections and historical
estimates that high systolic blood pressure, tobacco
smoking, high BMI, and high fasting plasma glucose
were the four leading contributors to risk-attributable
DALYs in Germany in recent past years,’ there are
considerable opportunities to improve health outcomes
in Germany by placing greater emphasis on addressing
the complex causes of metabolic risks, including
individual behaviours, socioeconomic environments and
other social determinants, and physical environments,*
as well as on tobacco smoking cessation and prevention
programmes.*® Given Germany's commendable
existing policies related to childhood vaccination,” WaSH

infrastructure, and air quality regulations,” the greatest
opportunities for further health improvements lie in
targeted efforts that address specific risk factors
contributing to metabolic risks. These policies should
not, however, be de-emphasised, or continued progress
could stall or even reverse.

An important strength of our alternative scenarios
modelling framework is that it accounts for competing
risks when contrasting the reference versus alternative
scenarios.” This is done by capturing different population
dynamics between the scenarios. For example, in the
Improved Behavioural and Metabolic Risks scenario, there
are strong declines in exposure to behavioural (smoking
and unhealthy diet) and metabolic risk factors, which leads
to reductions in cause-specific mortality linked to those
risks (such as lung cancer). Reductions in these mortality
rates lead to forecasting a larger and older population in
this alternative scenario compared with the reference
scenario. This means the cause of death composition shifts
to one of an older population. Accordingly, in the older
ages we might see increases in causes unrelated to the
scenario intervention, such as increases in rates of
Alzheimer’s deaths in older age groups alongside declines
in cardiovascular disease deaths. These findings might
seem paradoxical at first but are in fact a strength of the
model in accounting for competing risks. Lastly, our
scenarios estimate the avoidable burden that could be
realised from elimination of key risk factors. However,
these estimates do not account for the deaths avoided
beyond the study period (2050) that are likely to be realised
as population cohorts continue to age.

Model performance

A positive skill metric indicates that a model being
evaluated performs better than the baseline model,
whereas a negative skill metric suggests the opposite.
Both DALY and mortality model estimates had positive
skill values for all-cause and for all three GBD Level 1
causes (appendix 1 tables E, F). There were several Level 2
causes that had negative skill values. For mortality, these
included mental disorders and musculoskeletal disorders,
which contributed just 0-23% of all deaths combined; for
DALYs, these included skin and subcutaneous diseases
and digestive diseases, which contributed 5-49% of all
DALYs. The major limitation in skill evaluation is the
short period (only 10 years) for validation due to the
cause-specific data availability. To address negative skill
values, we will revisit the corresponding models with
negative skill and consider the addition of new covariates
to improve model performance, as well as include data
with longer range for the validation period when possible,
which could result in higher skill values.

Health threats not included in the framework

The world faces major potential threats to human health
in the coming decades. These include climate change;
antimicrobial resistance;* new pandemics, either due to
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a novel virus or a more virulent SARS-CoV-2 variant; war
and conflict; mass migration and internal displacement;
food insecurity and famines, potentially at a scale some
thought was history; and more. While this study
incorporated more than 80 independent drivers known
to influence population health, including all GBD 2019
fatal risk factors and select interventions, there are a
number of important potential health threats that were
not included in the current analysis.

First, while our framework does include models for
natural disasters, war and conflict, and migration, these
stochastic event models need improvement. Take, for
example, natural disasters. Major natural disaster events
do not regularly happen on an annual basis, and while we
can infer from the past where they are most likely to occur
in the future, we are unable to predict their exact timing
and magnitude. Thus, predictions of stochastic events
might be better captured by estimating the cumulative
probability of the event using extreme value theory.*
Extreme value theory can likewise be useful for forecasting
future pandemics. For example, extreme value theory has
estimated that the annual probability of another pandemic
of at least the magnitude of the COVID-19 pandemic is
2-3%.% This equates to an 18-26% chance within a decade
and 79-90% chance within the remainder of the 21st
century. In future work, we will explore how we can utilise
extreme value theory as a supplement to our current
forecasting framework.

Second, while we include climate change in our
framework  through exposure to  non-optimal
temperatures and ambient particulate matter pollution
(as modelled for CMIPG6 climate scenarios”), there are
additional pathways through which climate change is
likely to impact population health in the coming decades.
These pathways include impacts on migration, extreme
weather events, vector-borne disease incidence and
geography, sea level rise, drought, and crop failure. We
have not yet incorporated these climate change-related
events into our framework. As our reference forecast is a
probabilistic estimate of the most likely future, we plan
to use the probabilistic climate forecasts that were
recently released by the Rhodium Group? in the future.
Their estimate of global temperature anomaly was 2-8°C
(90% UI 2-0—4-0), very close to the Intergovernmental
Panel on Climate Change estimate for their SSP2-4.5
scenario of 2-7°C,* which we used in our reference
scenario. Third, we did not include threats that are
difficult to quantify due to lack of evidence on their
potential impacts on health or the evolving magnitude of
the risk. This includes malicious artificial intelligence,
nuclear escalation, and bioterrorism. Similarly, we did
not include health advancements that could potentially
reduce disease burden but for which we also do not have
sufficient evidence for their potential impact or scalability,
such as mass use of GLP-1 agonists for the treatment of
diabetes and obesity,* mass use of polypill formulations
for the treatment of cardiovascular diseases, ™ or
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advancements in artificial intelligence. Fourth, we could
not include new threats that the world has not yet
observed and are so far unknown. For example, the world
could not have predicted the health impacts of nuclear
weapons before the weaponisation of nuclear energy.

Limitations and future directions

As with any forecasting model, there are several
uncertainties and limitations. Our framework depends
on forecasting 81 drivers of health using past estimates
from GBD and a collection of other health-related
covariates estimated by IHME. As noted above, there are
other drivers and potential threats to population health
that we were not able to incorporate at this time. Our
forecasts are also inherently limited by the data quality
and limitations present in the GBD estimates themselves,
which vary by cause, location, age, and sex.”*"*** Estimates
in data-sparse contexts will be reflected by wider
uncertainty bounds in the forecast estimates, but these
forecasts would also be improved if and as more data are
made available to inform the historical estimates. In
addition, while we use the GBD mediation matrix to
account for risk factor mediation pathways—for example,
how the effect of high BMI is mediated through systolic
blood pressure and LDL cholesterol—the matrix is still
incomplete in the sense that there are mediation
pathways that we have not been able to include, often due
to lack of solid data on the relationship between the distal
risk factor and the mediator risk factor. We will work to
expand and improve the mediation matrix in future
studies. In addition, we have improved our methodology
for estimating the impacts of smoking on cause-specific
disease burden to capture the pack-year lagged effects
that smoking has on mortality. We have not yet
incorporated time lag effects for other risk factors where
this might be appropriate, such as high BMI. As evidence
becomes available to estimate the lagged effects of these
changes at the population level, we will incorporate
additional risk factors into this approach.

For the first time, we have provided estimates of YLDs
and DALYs, computed from estimates of incidence and
prevalence. These predictions are based primarily on
modelling MIRs or MPRs using linear mixed-effects
models with SDI as the main covariate. These models
allow for the effects of all risk factors on cause-specific
mortality to also influence non-fatal disease burden. For
non-fatal diseases, we predict prevalence directly using
similar SDI-based models. Future iterations of this work
will refine these models and add additional cause-specific
covariates and risk factors for non-fatal diseases, such as
we have already done for forecasting diabetes and
dementia prevalence.®* In other cases, we noted
implausible trend reversals in the future when prevalence
or incidence modelling was based on the MPR or MIR
models. Disconnecting these measures from the
associated trends in mortality, and forecasting based only
on trends in incidence or prevalence produced more
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plausible future trends. Our forecasts of YLDs were
produced using average disability weights from GBD,
thus assuming a static relationship between prevalence
and disability over time. In cases where substantial
improvements to treatment are made in the future, this
relationship might not fully capture those improvements.
We will also more closely explore the coherence of our
estimates of cause-specific mortality, incidence, and
prevalence rates as they run into the future.

Also for the first time, we have captured indirect
impacts of the COVID-19 pandemic in our forecasting
model, through disruptions in vaccine coverage,
schooling (measured by educational attainment), and the
economy (measured by income per capita). That said,
data on COVID-19 cases and deaths in 2022-23 are still
very limited due to reporting lags, and there remains
great uncertainty around what the longer-term direct and
indirect effects of the pandemic will be. In the absence of
data that could indicate future trends in COVID-19
burden, we assumed that COVID-19 deaths and DALYs
will decline linearly to zero between 2023 and 2030.
Although speculative, there is basis for this assumption
from the loss of virulence that has occurred to other
coronaviruses now causing the common cold.” As more
data on the impacts of COVID-19 become available, we
will revisit and revise our models accordingly.

The alternative scenarios included in this paper are
intended to be illustrative of the potential health gains the
world could make if substantial improvements are made
to known risk factors, and the degree to which these
benefits differentially play out by cause, age, sex, or
geography. Computational constraints prevented us from
producing alternative scenarios for each risk factor
individually, but subsequent studies aim to understand
the individual impacts of independent drivers on disease
burden.

Conclusion

Our reference forecasts of disease burden and life
expectancy to 2050 indicate a continued, albeit slower,
improvement in the health status of the world compared
with the progress experienced from 1990 until the onset of
the COVID-19 pandemic in 2020-21. If investment in
CMNN disease prevention and treatment is maintained,
the burden of disease will continue to decline for these
causes and the proportion due to NCDs will continue to
grow considerably. It is noteworthy that areas currently
experiencing the highest disease burden are expected to
see more pronounced health improvements. This will
lead to a mnarrowing of health disparities across
populations. Our alternative future scenarios demonstrate
that major health improvements can be achieved by
reducing exposure to established risk factors, offering an
opportunity to alter the course of human health in the
coming century through concerted risk factor prevention
efforts. This is particularly true for countries currently
facing high disease burden.
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