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disease duration, number of previous
anti-VEGF injections, visual acuity,
angiographic lesion size, and macular
volume. We also disagree with the
suggestion that refining case selection
to have a more homogeneous patient
population would provide additional
insight. Building on a previous
study,’ STAR already recruited a
best-responder subset. Further
restricting eligibility would reduce
generalisability. Additionally, the
subgroup analyses did not identify
a subgroup to target, and excess
stratification can lead to over-fitting,
limiting generalisability.

Finally, Zhao and colleagues suggest
a real-world follow-up and full health
economic analysis. Both are already
included in the trial design (see the
Methods section and appendix of
the Article’) and will be published
separately. We agree that future
research collecting wider societal
costs would be beneficial, although
our study followed UK guidelines in
taking a health-care perspective. We
also agree that reporting the effect
of reduced frequency of anti-VEGF
injections on different quality of
life domains would be interesting;
however, the main article* delineating
the outcomes of STAR was deliberately
restricted to the prepublished key
clinical outcome measures, with few
post-hoc analyses, to reduce the risk or
perception of reporting bias.

Nowroozzadeh commented on
the generalisability of the health
economic analysis. We agree that the
cost-effectiveness of SRT depends
on the relative cost of administering
SRT and anti-VEGF injections. The
unit cost of SRT will depend on the
number of patients using the SRT
device, as well as equipment and
running costs, whereas the cost of anti-
VEGF will depend on drug selection,
drug price, and cost associated with
administering intravitreal injections.
Anti-VEGF administration costs vary
substantially between countries and
even between hospitals. For example,
in the USA, it has been reported that
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each 0-5 mg dose of ranibizumab costs
US$1716 (£1412)* plus $282 (£232)
in procedural costs, which covers the
physician visit, intravitreal injection,
and optical coherence tomography.®
By contrast, several low-income and
middle-income countries permit local
production of cheaper biosimilars.
If SRT avoids 2-9 injections over
2 years," it will not be cost saving in
settings where the cost of SRT is more
than 2-9 times the cost of anti-VEGF
injections. A pre-specified full economic
evaluation of the STAR results will be
reported separately, which will include
a wider range of health-care resources
and sensitivity analyses. Later in 2025,
4-year follow-up data from the STAR
trial will also be reported, which will
evaluate whether SRT reduces anti-
VEGF injection frequency beyond
2 years, as well as assess any adverse
effect on visual acuity and eye health.
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Reflections on the
Lancet Commission on
Investing in Health's
Global Health 2050
report

The Lancet Commission on Investing
in Health’s Global Health 2050 report
emphasises halving premature deaths
by mid-century through focused health
investments. However, for the strategy
to succeed, it must address regional and
local contexts. Brazil, a country with
vast geographical and demographic
diversity,” highlights the need for
tailored health initiatives. Substantial
regional disparities exist between the
northeast and the south and southeast
of Brazil, affecting health-care access,
socioeconomic conditions, and
disease prevalence.’ Localised factors
influence global health outcomes, as
demonstrated by Brazil's relationship
between life expectancy, the economy,
and politics.?> Thus, in a country like
Brazil, the importance of tailoring
health initiatives to regional realities
cannot be overstated.

Although the report promotes
universal health coverage and aims
for reduced mortality rates, Brazil's
example highlights the importance
of economic stability, political
commitment, and sustainable
health infrastructure investments.
Without consistent financial support
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and strong governance, even well-
intentioned health policies, such as the
Unified Health System, could struggle
to deliver lasting improvements in
public health outcomes across diverse
regions. Health outcomes reflect a
region’s socioeconomic and political
realities, and without strong local
governance, global targets will be
hard to achieve. For example, life
expectancy in Brazil was 75-5 years
in 2022,* a decline compared with
previous years, illustrating the
influence of these factors.

The Global Health 2050 report
rightly calls for intersectoral policies
to achieve its 50 by 50 goal.’ Brazil's
example suggests that these policies
must be grounded in local realities
to be effective. Only by addressing
regional inequalities can we expect to
see meaningful progress towards the
global targets set for 2050.
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The Lancet Commission on Investing
in Health’s Global Health 2050
report* offers valuable insights into
the health conditions responsible
for most premature deaths globally.
However, the report suffers from a
methodological and ontological bias: it
focuses on direct causes of premature
death and proposes mostly biomedical
or technological solutions. Despite
claiming they are not advocating for
the proposed priority modules to be
vertical programmes in the usual sense
of the term," the authors ignore that
their effectiveness depends on health
system capacities and downgrades
health-system strengthening to a side-
effect of specific interventions. Such
a worldview also totally overlooks
the importance of socioeconomic,
political, and commercial determinants
of health, and obliterates the role of
more cost-effective non-health sector
interventions in improving health. For
instance, in the USA, clinical care has
been shown to account for only 16%
of health outcome variability, whereas
socioeconomic factors and health
behaviours account for 47% and 34%,
respectively.” In low-income countries,
socioeconomic determinants such as
water and sanitation® and economic
downturns* play a large role in mortality,
particularly in children—yet the
Commission neglects these in favour of
commaodity-based approaches.
Moreover, the report’s focus on
condition-specific interventions is
inadequate for addressing complex
problems induced by the root
causes (eg, inflammation) behind
multimorbidity.> WHO has long
pleaded for a shift away from disease-
specific approaches towards a more
holistic primary health-care approach.®
To that end, health systems should
be redesigned and medical research
approaches reframed to move away
from a reductionist, linear causality
approach, and adopt a complex,
systems thinking approach, so as to
improve health in a sustainable way.
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The Lancet Commission on Investing
in Health’s Global Health 2050 report
concludes that by 2050, “countries that
choose to do so could reduce by 50% the
probability of premature death in their
populations”.! The same Commission
concluded in their Global Health 2035
report that countries that chose to do
so could achieve a "grand convergence”
in health, whereby mortality rates
from infectious diseases and maternal
conditions would be reduced to those
of the best-performing middle-income
countries.? Has the concept of the grand
convergence been abandoned with
more than a decade to run until 2035?
In 2024, 11 years and exactly mid-way
between 2013 and 2035, instead of a
mid-point assessment, we have a new
target and new extended timeline—an
additional 15 years until 2050. These
shifts are not clearly explained let alone
justified and set a worrying precedent
for moving the goalposts if or when it
appears we are off track.
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Some of the few reasons the authors
cite as motivation for this new report
are the recent challenges of “rising
geopolitical tensions, the increasingly
manifest effects of climate change,
growth in nationalistic populism,
dwindling concern for global health,
slowed progress towards UHC
[universal health coverage], and, most
significantly, the COVID-19 pandemic”.*
They claim that this report is part of
a “practical pathway” and is “more
realistic” about public spending on
health.* And yet, to achieve 50 by 50,
the authors estimate that government
health spending would need to at
least double compared with today’s
spending. How is that practical and
realistic when data from the past two
decades (2000-19) show almost half of
low-income and lower-middle income
countries are trending in the opposite
direction?® It seems the authors
recognise these challenges but do not
effectively incorporate the implications
into their recommendations.

We are also struck by a depressing
sense of déja vu; the report notes that
they depart from mainstream thinking
on universal health coverage by
“stressing the need for selectivity in the
interventions initially included in health
benefit packages”.! More than 40 years
after Alma Ata,* this is a step backwards.
Communities the world over deserve
holistic, people-centred health care.
We appreciate the need to be evidence-
informed and indeed to prioritise. But
people-centred health is more than care
for 15 conditions, and a focus that takes
us back to dealing with specific diseases
is unlikely to advance such an approach.
The real world is messy and complex.
Yet, the Commission’s report adopts
an orderly and overly technocratic
approach, in which failure is assigned
to countries if they do not “choose”
to prioritise health. This technocratic
approach ultimately fails the people
who depend on these health systems.

Let us assume, however, that
a country wants to pursue the
50 by 50 goal; the report is silent
on how countries should go
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about adopting this goal and
adapting their general intervention
recommendations. For the
Commission, the right decisions are
clear and obvious, underscored by data
and analytics. In reality, how do we
support understaffed and overworked
Ministry of Health staff, District Health
Management Teams, and front-line
health-care workers to make the right
choices and implement them?

This brings us to our final point. Who
is this report seeking to influence? It
is easy to state that 50 by 50 can be
achieved if you double public spending
and make the right choices. In fact,
why stop there? How much more
could countries achieve if countries
choose to triple spending on health? Or
quadruple spending? But these are the
wrong questions. The question is not
what combination of interventions
will achieve 50 by 50, but why aren’t
countries—despite all these reports
making a compelling case for health—
choosing to prioritise health?

In The Lancet’s accompany-
ing Comment to the Global
Health 2035 report, Horton and Lo
asked us to “assume that we have won
the argument that health matters”
and moved swiftly onto asking
“What should a head of state now
choose to invest in?”°> Worryingly, we
continue to make this assumption
and fail to accept that countries have
not prioritised health when given
compelling evidence for the need to
make further investments. Failure
to address why countries are not
prioritising health means we risk
continuing to make the case for health
to ourselves, and we do not see the
increases in spending and improved
decision making needed to actually
change the lives of the communities
we have all committed to serve.
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We, the World Obesity Federation,
on behalf of the global obesity
community, are writing to express
serious concern about the omission
of obesity as a priority in the
Lancet Commission on Investing in
Health’s Global Health 2050 report.*
Given the Commission’s aim of
identifying priorities towards halving
premature mortality by 2050, it is
incomprehensible that obesity is
absent aside from an indirect reference
within the topic of health taxes. We
believe that this is yet another example
of systemic stigma.

The exclusion of obesity makes even
less sense with respect to investment.
The World Obesity Federation's work
on the global cost of inaction on
obesity showed that obesity is already
costing economies 2-3% of gross
domestic product; by 2035, nine of the
ten countries with the highest numbers
of people living with obesity will be
low-income and middle-income
countries.? Obesity is a costly challenge
for health systems and economies;
its effect—in terms of health and
economic impacts—is greater in
low-income and middle-income
countries, where health systems are
least prepared and where its cost to
economies affects development.?

Our work with other allies in the
cardiometabolic space suggests that
a focus on overweight and obesity in
their own right can bring together
multiple disease and risk factor groups,
resulting in greater coordination
and impact. Still, expert publication
after expert publication revert to
the simplistic and de-legitimatised

For more on the World Obesity

Federation see https://www.
worldobesity.org/
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framing in which obesity is hardly even
considered a health issue.

The omission of obesity as a priority
from the Global Health 2050 report
was not a surprise, but we sincerely
hope it will be the last time that
experts make this mistake.
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For those of us who advocate on behalf
of the full spectrum of metabolic
disorders, we read with concern the
Lancet Commission on Investing in
Health’s Global Health 2050 report.*
We are, however, fully aligned with
one of the report’s statements about
its limitations: “The data for economic,
social, demographic, and health-
system indicators that informed this
report include gaps and inaccuracies
forall countries.”

We offer brief evidence of two trends,
the consideration of which would
greatly improve the Commission.*

First, the alarmingly high and growing
prevalence of metabolic syndrome
and related diseases, symptoms, and
conditions that affect billions of people
worldwide, such as those living with
metabolic dysfunction-associated
steatotic liver disease (MASLD; 38%
of adults and 7-15% of children)
and obesity (16% of adults and
160 million children).>?

Second, the quite encouraging
advances in research, applied
medicine, pharmacological advances,
and technological innovation, which
all point towards an increasingly
comprehensive understanding of
the metabolic system, the many
challenges presented by metabolic
dysfunction, and challenges for care
models for these many billions of
people, adults and children alike.

In the aggregate, the quality of life
and premature mortality impacts are
staggering. Yet, save one reference to
the metabolic system in the narrow
(but important) instance of neonatal
health, there is a near-complete
absence of discussion on the metabolic
system, particularly its syndromic
disorders, such as metabolic syndrome,
obesity, MASLD,* and metabolic
dysfunction-associated steatohepatitis.
In this regard, the Commission lacks the
medical and public health momentum
towards comprehensive, person-
centred treatment and care.®
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We commend the efforts of the
Lancet Commission on Investing in
Health’s Global Health 2050 report
to envision a healthier future and
significantly reduce mortality by
2050." However, we regret the weak
emphasis given on environmental
factors, besides tobacco smoke,
when acting on these factors could
be an essential way to reduce the
burden induced by the priority health
conditions identified.

For example, climate change is
mentioned early in the report, but
only to be dismissed as having "highly
uncertain but conceivably large
consequences for human mortality
by 2100, although estimated effects
on mortality by 2050 are much
smaller”.! This dismissal seems to
be due to the authors equating
temperature-related deaths to the
overall impact of climate change,
disregarding substantial effects of
climate change, such as impaired
food security,” extreme precipitation
events,’ or changes in the distribution
of infectious factors—on this last topic,
the Commission rightly mentions the
threat of future pandemics, without
recalling that most known infectious
agents are sensitive to climate
and might be affected by climate
change.* The potential contribution
of climate change mitigation policies
in promoting a healthy future are also
disregarded by the report, when they
could generate huge health co-benefits
arising from improved air and diet
quality and increased physical activity.®
Thus, the Commission seems to have
adopted a strictly disease-oriented
perspective, that would benefit from
being complemented by a risk factor-
oriented approach identifying the
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main drivers of the suggested priority
conditions. Complementing the
high priority interventions (mostly
related to screening, vaccination,
or therapeutic actions; Commission
table 8)' with primary prevention
actions related to tobacco, alcohol,
atmospheric pollution, sedentary
behaviours, climate change, poor
diet, and exposure to lead and other
chemicals would be essential.
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Authors' reply

We greatly appreciate the letters
responding to our Lancet Commission
on Investing in Health's Global Health
2050 report.* Global Health 2050 was
intended to offer new ideas and spark
debate about the future of global
health. Our Commission is not the
final word on global health, nor could
it comprehensively cover every issue.
We offered a generic framework for
national action on a target—halving
premature death—that we believe
countries can rally around, but our
recommendations require adaptation
to different contexts. In populous

countries with subnational differences
in health, attention could focus on
reducing disparities in implementation
and outcomes. Collaborations with
the Commission are now under way
in Nepal, Nigeria, and Xishui County
in China, and will hopefully offer
lessons for others interested in our
Commission.

Our recommendations were
intended for immediate action and
were based on interventions that
have proven to be feasible, impactful,
and cost-beneficial. Inevitably this
means certain health topics received
more attention than others because
of differences in the maturity of
the scientific evidence and policy
experience. For example, obesity is
one of the greatest health threats of
the 21st century, but we lack effective,
scalable strategies for changing
individual behaviour or overhauling
the global food system, and no
country has made progress on obesity
prevalence.” Innovations such as
GLP-1 agonists and multidisciplinary
clinics for metabolic dysfunction are
promising, but they require more
evidence and experience before they
can be recommended to all countries.

Frameworks around social and
commercial determinants of health can
be useful tools for research or agenda-
setting, but they do not automatically
yield concrete, realistic policy solutions.
Where we had compelling evidence for
specific intersectoral policies to address
major risk factors (eg, tobacco use or
childhood stunting), our Commission
called for action. Where this evidence
was weak or lacking (eg, creating
healthy urban living conditions
in resource-limited settings), our
Commission was silent. In some cases,
we briefly acknowledged a problem
and its proposed solutions but did
not go deeper because we did not
have novel insights to offer. This is
why the Commission spent less time
on climate change than on pandemic
preparedness and response. Action on
environmental risks has been covered
extensively in the most recent edition
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of the Disease Control Priorities series.?
We urge readers not to dismiss medical
technologies that do not address
the root causes of ill health. Our
Commission cites research showing
that, for example, most of the progress
on child mortality worldwide can be
attributed to technological progress
rather than improvements in upstream
determinants. More evidence is needed
on economically workable policies that
can tackle the major risk factors for our
15 priority conditions.

Global Health 2050 extends
our original concept of “grand
convergence”#to a broader target for
premature death that is fitting in all
countries." In countries that have not
achieved the convergence targets,
achieving 50 by 50 will require focus
on infections and maternal health
conditions.” It is true that numerous
countries are not on track for either
target. Global Health 2035 and
Global Health 2050 show that these
targets are achievable using existing
technologies and manageable
increases in health spending.
Comprehensive primary health care
and universal health coverage remain
important long-term goals, but
they are far off for many countries.
Global Health 2050 had strong
views on how to go about health
systems strengthening, starting with
the Arrow mechanism to improve
access to medicines." More generally,
our modular approach encourages
actions on specific diseases that can
strengthen health systems overall;
in this way it builds on the diagonal
approach that helped catalyse health
reform in Mexico and elsewhere.®

The Commission argues that
governments should prioritise
health because of its intrinsic value
and positive effects on the broader
economy. Why countries are not
prioritising health is an empirical
question beyond the scope of our work.
Our task was to provide compelling
evidence for those inclined to be
sceptical of health spending. We sought
to marry the idealism of public health

and the caution of economics to help
make our case. Reductions in official
development assistance by several
donor countries, beginning in 2024
and accelerating in 2025, underscore
the need for greater national ownership
over health policy and collaboration
between health and finance ministries.
We believe our Commission offers a
framework for stewardship of available
resources and provides guidance for
navigating through economically
challenging times.
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