glaniz:
THE DIFFICULT ROAD TO
THE LAST MILE IN THE

FIGHT AGAINST
TUBERCULOSIS

-ITwe COVID-19 pandemic brought global attention back to infectious diseases and the fact that pathogens do
not care for boundaries. The impact of the crisis on diseases beyond COVID19 was difficult to untangle, and
this is true of tuberculosis. On the one hand, many hoped that the fight against COVID-19 would bring
invigorated energy to public health and the fight against TB, especially as the response to both diseases
shared tools and personnel.

Yet, many were worried that the disruptions to prevention, testing and treatment brought by the emergency
and the diversion of resources would lead to a regain of momentum. Thanks to exceptional efforts at all levels,
five years on we have instead made a leap in the fight against the disease. The Global Fund Investment Case
for the 8th Replenishment projects that, if the Global Fund hits its funding target of $18 billion and other
sources of funding increase at scale, the world can be on its way to end TB by 2035. This is later than the
2030 target set in SDG 3, but it is also both feasible and incredible. Tuberculosis is a millennial scourge; its
defeat will mark a milestone for humanity, and it is now within our reach.

This was not a given. Despite being entirely preventable and curable, TB still caused an estimated 1.25 million
deaths, including 161,000 people with HIV in 2023. It has also returned to being the world'’s leading infectious
disease killer, surpassing COVID-19. The issue comes, in large part, from the limitations of our current toolkit
against TB.
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TB is difficult to cure and easy to pass on. Prevention, like
for many diseases, must be a core part of our efforts.
Regrettably, most of the tools we have are old, and we do
not always use them well. A vaccine exists for tuberculosis,
but it is over a hundred years old and mostly effective in
children under five. TB Preventative Treatment (TPT) is
recommended for contacts of people with active TB_ by the
WHO, but its roll out remains lacking in many places. In
particular, only one-third of eligible child household contacts
of patients receive preventive treatment.

This is especially tragic as we lack a sensitive diagnostic test
for young children; and over half of them never get a correct
diagnosis. In most high TB burden countries, diagnosis still
relies on sputum microscopy, a method that has upsides - it
requires limited equipment and is relatively cheap - but also
major limitations. In particular, it is a lot less effective in
young children and people living with HIV. In addition, when
used alone, it fails to detect antibiotic resistance, and will
miss drug-resistant/ multi-drug resistant TB (DR/MDR TB).

Newer methods based on genetic-testing have become
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more common thanks to lower prices and more reliable
technology, but have not reached everywhere.

TREATMENT IS LONG AND DIFFICULT

The go-to treatments against TB (first-line) costs around $50 per course and lasts for months, and the
drugs used can have severe side-effects. The situation is much worse for drug-resistant TB, where the
treatment is longer, more-toxicand-costsbetween-$400-600 (prices from by the Global TB Drug Facility).
But the cost of treatment alone doesn’t reflect the full economic impact the disease can have on those
lucky enough to be identified and treated.

The average total cost per TB episode incurred by TB-affected households ranged from US$ 76 (Gambia)
to US$ 3700 (Mongolia). About 50% of people treated for TB and their households face catastrophic costs”
because of the combined impact of medical and non-medical costs, and income loss. Such high levels of
catastrophic costs put us far above the WHO End TB Strategy target of zero. For those affected, the
impact of TB goes beyond fighting the disease: it leads to depletion of savings, debt, neglected essential
needs and sudden economic hardship.

These are the reasons why we need to end TB, and part of the reason why we haven't yet. Our tools are
imperfect and leave too many holes, and the systems to bring these tools to where they need to have been
underfunded for decades. But the COVID19 crisis has marked an inflection point, in terms of innovation
and in terms of political will. We have a real shot at ending the disease by 2035. If, that is, we make the
choice to and give ourselves the means to and create a fully funded pathway to end TB.

1.Costs that are >20% of annual household income


https://www.iavi.org/wp-content/uploads/2025/01/iavi_fact_sheet_need_for_tb_vaccine.pdf
https://www.who.int/docs/default-source/campaigns-and-initiatives/world-tb-day-2020/5-faqs-tb-preventive-treatment.pdf?sfvrsn=d633097e_2
https://www.who.int/docs/default-source/campaigns-and-initiatives/world-tb-day-2020/5-faqs-tb-preventive-treatment.pdf?sfvrsn=d633097e_2
https://www.who.int/news/item/20-11-2024-inclusion-for-every-child--reaching-every-child-affected-by-tuberculosis
https://www.who.int/news/item/20-11-2024-inclusion-for-every-child--reaching-every-child-affected-by-tuberculosis
https://vmc.euro.who.int/vmc/public/Files/Public/Webinars/2.Shorter%20DR-TB%20Treatment%20in%20Children%20and%20Adolescents.pdf
https://vmc.euro.who.int/vmc/public/Files/Public/Webinars/2.Shorter%20DR-TB%20Treatment%20in%20Children%20and%20Adolescents.pdf
https://www.who.int/activities/ending-tb-in-children-and-adolescents
https://www.who.int/activities/ending-tb-in-children-and-adolescents
https://www.who.int/news-room/fact-sheets/detail/tuberculosis
https://pmc.ncbi.nlm.nih.gov/articles/PMC9453189/

NEW VACCINES

No infectious disease has ever been eradicated in the absence of an effective vaccine. It's hard to believe
that TB would be an exception. Thankfully, new TB vaccines are coming within reach. By giving us an
additional mode of prevention, the main candidates coming down the pipeline will be adding a much-
needed tool to our belt. And because vaccine do not rely on antibiotics, they are also a way to start
addressing the deadly contribution of TB to the burden of anti-microbial resistance.

But the vaccines, whichever make it to market, will not be a silver bullet, as we have more recently been
reminded of in the roll-out of the introduction of the world’s two first malaria vaccines. Their roll-out has
seen high costs and sharp drops in coverage after the first dose. Similar issues arose with the roll-out of the
long-acting Pre-Exposure Prophylaxis (PrEP) for HIV, an injectable way to prevent infection in adults, much
like the anticipated TB vaccine, where the uptake of long-acting PrEP was hindered by logistical barriers
and limited access. We need to learn from these experiences and proactively prepare for roll-out, and even
though the Global Fund does not directly fund the research and development of vaccines, it plays a key
role in_strengthening health systems and community responses and lifting barriers to access.

The Cost of Protection: Concerns Over ASO1

ASO01 is an adjuvant system developed by GlaxoSmithKline (GSK) used in several important vaccines. Some of the TB
vaccine candidates are exploring ASO1 as a potential adjuvant as well, but, concerns have emerged regarding its cost
and accessibility, given GSK’s exclusive control over its production. For example, GSK's Arexvy vaccine, which
incorporates ASQ1, is priced at $294 per dose. If an upcoming TB vaccine is priced in the same range, its impact will
be minimal regardless of effectiveness, because it will not make its way into the arms of those who need it.

Beyond cost, supply constraints could further complicate access. ASO1 relies on an extract from the soapbark tree
(Quillaja saponaria), which is primarily harvested in Chile in areas facing an increasing number of extreme climate
events, including prolonged droughts, record-breaking heatwaves, devastating wildfires, and severe flooding. Even if
GSK relinquished exclusive control over ASO1, which it has not, its supply chain is fragile and vulnerable.

Securing wide and sustainable access to ASO1 will require tackling the immediate issue of corporate control over
ASO01 and investing in research for alternative, more sustainable adjuvants that do not rely on environmentally fragile
resources.

One of the major challenges in the fight against TB are the large numbers
of people who do not get accurately diagnosed. Their numbers are
dropping, and are now at their lowest ever according to the Global Fund,
but the numbers need to be dropping much faster; because each one is
someone who will lack access to adequate care and face a dreadful
prognosis. But also, because untreated pulmonary TB is can easily be
passed on, and a single untreated case can quickly lead to a dozen more.

COVID19 has taught everyone a lot about diagnostics and shown the value of a robust diagnostics
infrastructure. In many countries, the COVID-19 response was built on the shoulders of TB programs,
leveraging existing labs and molecular testing platforms. Now, advances from COVID-19 diagnostics are
being leveraged to develop improved point-of-care molecular tests for TB. This includes evaluating
tongue swabs on both existing and new molecular tests. Down to the molecular level, investing in TB is
investing in pandemic preparedness (Source: TAG Pipeline Report 2024).
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COVID19 innovation has also opened new possibilities in the fight against TB. COVID-19 led to the
development of the first mass-adopted molecular tests, available over the counter, and subsequently
normalized the use of nasal swabs and at-home tests leading to increased, wide spread knowledge of
the importance of self-testing and adaptations in health systems. The Global Fund co-led efforts during
COVID-19 to rapidly develop and deploy self-testing and today, many people affected by TB have self-
testing options for co-infections like HIV and COVID-19. The next step must be making TB self-testing
available and more sensitive tests for PLHIV.

Rapid molecular testing platforms have the capacity to run diagnosis of multiple conditions using a single
platform, enabling more efficient use of laboratory resources, equipment, and personnel - the
GeneXpert, Truenat, and Abbott Realtime are examples of platforms that can run tests for TB and other
infections like HIV, HCV, COVID-19, flu, and RSV (Source: TAG Pipeline Report 2024). The Global Fund
has played a significant role in efforts to finance and roll- out new TB diagnostics in the past and with
sufficient resources, would be a key partner in doing so as more testing platforms become available:
having an actor as large as the Global Fund involved can have beneficial cost implications for new
technologies for all investing in the fight against TB.

TB17 - demonstrated that providing rapid molecular TB
testing at the point of care in high-burden countries leads
to faster diagnosis, quicker treatment initiation, reduced
patient loss to follow-up, and increased overall TB case
detection compared to centralized testing (Source: TAG
Pipeline Report 2024). With approval mechanisms like the
Global Fund Expert Review Panel - which is run in
collaboration with the WHO - low-cost TB tests that can
be used at primary care centers can be procured and can
prove to be real game changers.

Two large-scale clinical trials - TB-CAPT16 and XPEL- o
o

Groundbreaking technological advancements in wastewater based epidemiological surveillance tools are
already being used in studies in high-burden countries to track the spread of TB in a community without
solely relying on individual testing. This is not a diagnostic tool, but a promising ally to find TB hot spot
early. And we must find TB to treat TB to end TB.

ACCELERATING TREATMENT ACCESS

TB treatments are long, expensive and have a wide array of side effects, some of which can be life-long. New,
shorter and less toxic courses are now recommended by the WHO for prevention of drug sensitive TB and
treatment of drug resistant TB.

Now these new regimens need to become the norm. The first constraint is price, but progress has been
made, and we have seen significant price reductions for key TB medicines. For example, the Global Fund,
working with partners, has achieved a 55% price reduction for bedaquiline, the first new class of drugs for
tuberculosis to be approved by the US Food and Drug Administration (FDA).in 40 years.

Each year, over US$2 billion from country grants are used to procure health products, TB medicines and
diagnostic products. Through the Global Fund'’s Pooled Procurement Mechanism (PPM) serving more than 83
countries, it has used its scale to encourage manufacturers to meet global quality requirements, to secure
increased supply capacity for low- and middle-income countries, and to lower health product prices,
contributing to efficient and effective implementation of country programs.
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That same scale that allows the Global Fund to push prices down for
existing products is used to scale up access to new products. The
Global Fund'’s Next Generation Market Shaping Approach can fast-
track the adoption of innovative TB treatments and preventive
therapies by reducing barriers to entry, working on both price and
availability. This is critical to ensure that people, regardless of
geography or income level, can benefit from the latest medical
advances.

In preparing requests for the current round of Global Fund grants, all of the early applicants included at
least one “new” tool or innovation in their funding requests to accelerate innovation; however, the
Technical Review Panel of the Global Fund found that because of limited resources these new
innovations were most often prioritized for “other than Global Fund” funding (in Global Fund language
PAAR - or Prioritization Above Allocation Request) meaning that fewer new innovations than are
needed are included in current grants being implemented. Political will and momentum alone do not
bring innovation where it is most needed - adequate funding is critical.

Thanks to innovation in prevention, testing and treatment, the last mile in the fight against TB is no
longer science-fiction. We're a long way, but the way is at last clear and getting there will save lives and
prevent untold misery. It also needs significant financial resources and increased collaboration and
partnership between all of those fighting TB to keep costs as low as possible. Based on current
projections, an estimated 31.8 million TB deaths will occur between 2020 and 2050. Taken together,
this will lead to an economic loss of US$17.5 trillion. However, by meeting the WHO 2030 targets, we
could save 23.8 million lives and avert $13.1 trillion in losses. Investing in TB is not only a moral
imperative but also an economic necessity.

The fight against tuberculosis has excellent return on investment : a recent assessment shows that
relatively modest investments can achieve significant health and economic benefits in all four countries
and provide a return of up to US$ 39 for each dollar invested. Yet, without sufficient external funding,
these lives cannot be saved.

As the largest international funder of TB programs, The Global Fund has a key role to play in the roll-out,
at scale, of the innovations that can make the difference and bring us to that last mile. National
programs, who already fund the great majority of the fight, do not have the same capacity for scale and
flexibility; without adequate support from external donors, innovations will be unnecessarily delayed,
more lives will be lost, and the disease will carry on.

TB advocates are clear: stepping up investment is not just a necessity; it is the only way forward.
Without fully funding the fight, the world risks falling short of the moment. The success of the 8th
Replenishment is what will decide whether the Global Fund, as the largest external TB donor, can deliver
the scale needed to turn ambition into reality.
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