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Introduction

It is estimated that each year, 7.7 million
people globally die due to an infection
associated with 33 bacterial pathogens?, of
which approximately 5 million deaths are
associated with resistant pathogens, and
1.3 million directly attributable to a resistant
infection?. The UN High-Level Meeting
(HLM) on Antimicrobial Resistance (AMR)
in September 2024 will draw much-needed
global attention to this pressing global
health threat, offering an opportunity for
meaningful progress at all levels. To
achieve this, leaders need to agree to an
ambitious and impactful set of
commitments against AMR, consider how

best to address evidence gaps, and build
structures to track progress. In this context,
ensuring access to effective antibiotics is a
key public health priority — now and in the
future. Tackling the different barriers so
patients everywhere can access both new
and existing® antibiotics will require a
tailored package of policy reforms. Also
recognizing the importance of infection
prevention and control in reducing the
burden of infectious disease is critical,
through improving water, sanitation and
hygiene (WASH) infrastructure, better
leveraging vaccines, and other measures.




Key challenges

Poor and uneven access to antibiotics
contributes significantly to the global
infectious disease burden, unnecessary
mortality and morbidity, inappropriate use,
and the development and spread of AMR.
The vast majority of antibiotics in use today
have been around for many years, even
decades, yet sustainable and equitable
access is hindered by a complex set of
interconnected challenges. Due to these,
patients face shortages, high out-of-pocket
costs and substandard antibiotics in many
places. At the same time, a rise in
resistance rates and untreatable infections
necessitates continued development and
availability of new antibiotics. Of the few
antibiotics approved in recent years, often
used to treat resistant infections in
hospitals, many are not available widely in
high-income countries (HICs), and even
less in low- and middle-income countries
(LMICs) which often face the highest rates
of AMR. Unigue market challenges for new
antibiotics and the resulting weak antibiotic
pipeline means that the world may soon run
out of effective treatments to address
resistant infections. These challenges are
closely linked and will require a series of
complementary measures.
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Policy reforms are urgently
needed to support
equitable and sustainable
access to effective
antibiotics, and to ensure a
robust antibiotic pipeline
that can deliver these.



Weak health systems and challenges in implementing comprehensive Universal Health
Coverage (UHC), leading to limited healthcare infrastructure to appropriately diagnose
infections, dispense appropriately, and deliver antibiotics efficiently to patients.

Inefficient regulatory procedures and differing requirements between countries, with
weak regulatory capacity and supply chain surveillance, resulting in delays in regulatory
approval and the circulation of substandard and falsified medicines.

Insufficient disease surveillance and demand forecasting/planning over a longer term,
contributing to inappropriate use and preventing timely and robust demand signaling to
suppliers.

The lack of public reimbursement lists or donor-funded procurement for essential
antibiotics, and procurement policies that do not appropriately recognize the value of
antibiotics to the healthcare system and to societies.

A weak clinical development pipeline due to slow progress on new financial incentives at
a national and/or regional level that would address the market challenges for new
antibiotics by rewarding innovation, thus encouraging greater investment to build a
resilient and sustainable pipeline and base of R&D expertise.
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Call to action

Enacting a coherent set of policy changes that will both be able to sufficiently incentivize action
and address the multiple barriers to antibiotic access will require a coordinated approach from
all stakeholders in the ecosystem. We believe the following actions should be prioritized across

the different countries globally:

1

Improving sustainable access to
antibiotics, which will require a broad
set of measures, tailored to individual
context — both in terms of products and
geographies:

Leveraging principles of regulatory
harmonization and reliance in order to
facilitate product approval and
introduction.

Improved surveillance and forecasting
to better inform antibiotic demand.

Reimbursement reform that recognizes
the broad value of antibiotics which can
include access-supporting subscription
models that countries beyond G7
(including G20) could be well positioned
to explore.

Sustainable tendering policies for off-
patent antibiotics that involve multiple
suppliers in the procurement process.

Procurement mechanisms that pool
demand could support access in lower
income settings, as could new
partnership agreements between
developers, global health agencies
and/or appropriate commercial
partners®.

2

Implementing effective pull
incentives in G7 and the EU and an
overall sustainable market that
supports antibiotic launches, which
will not only revitalize private
investment in R&D but are necessary
reforms to safeguard current and
future global public health.

Global dynamics and sources of
AMR burden need to be considered
as an important factor in the R&D of
new antibiotics. Globally relevant
R&D targets jointly determined by
all stakeholders involved in AMR,
including the industry, can in turn
support incentive implementation
efforts in a way that considers the
needs of all countries.



Improving access

to existing antibiotics

A significant part of the infectious disease
burden could be addressed with reliable
access to existing antibiotics — in addition to
strengthening measures for infection
prevention and control, such as WASH
infrastructure, and improved access to
vaccination.

In 2017, the WHO created the first
Access/Watch/Reserve (AWaRe)
classification framework to guide the
prescribing of antibiotics (43 of which are
on the 23" WHO Essential Medicines List®)
and aiming to preserve the effectiveness of
last line, “Reserve” antibiotics. Most
existing antibiotics in use today are off-
patent and classified as “Access” or
“Watch,” which means they should be
widely available, and used more frequently
than Reserve antibiotics. The WHO
recommends at least 60% of national
antibiotic use should be from the Access
group® and recent guidance suggests 90%
of all common infections seen in primary
health care should be treated with Access
antibiotics as a first choice’. Across AWaRe
categories, diverse characteristics of the
different antibiotics need to be taken into
account. For example, some are used in
high volumes with many millions of doses
in many countries, while others are used in
hundreds or thousands of doses only. In
addition, some antibiotics are relatively
more straightforward to manufacture, while
others require specialist facilities,
equipment and expertise.
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Many Access and Watch antibiotics have
been generic for decades, and any
manufacturer with the appropriate facilities
and fulfilling Good Manufacturing Practices
(GMP) criteria can register and market
them. For most types of medicine, market
forces result in a healthy supply chain and
reliable and high-quality product availability.
However, for many antibiotics, the supply
chain lacks resilience leading to shortages,
product withdrawals, lack of registrations
and substandard and falsified products. For
many important antibiotics, supply is highly
consolidated at both finished products and
active principal ingredients level. Few
global manufacturers remain active, and/or
are limited to a handful of geographies?,
resulting in a fragile supply that cannot
accommodate changes in demand. At the
same time, as antibiotic manufacturing can
be a contributing factor to the
environmental development of AMR,
manufacturers are investing to implement
responsible manufacturing standards and
independent certification has been
introduced®°,

Multiple factors are causing these supply
challenges, including unpredictable or
unclear demand, fragmented and low-
volume purchases, unsustainable tendering
practices focused solely on price, inefficient
distribution and lack of robust regulatory
oversight. It is not economically sound for a
supplier to invest in registering a product in



many countries if the volume of use and the
revenue will not cover its costs. Despite
generally low prices and low margins for
manufacturers of these antibiotics,
out-of-pocket costs for patients can be high,
especially in countries with weaker health
systems, usually due to the lack of public
reimbursement lists and multiple price
mark-ups along the distribution and retail
chain.

A package of measures is needed to
address both the demand and the supply
for these markets, and we welcome early
efforts such as the SECURE initiative that
are working with all relevant stakeholders to
build a comprehensive approach to
improve the supply of antibiotics. At
national level, improved demand planning
and signaling would make a significant
difference to product availability. Better
recognition of antibiotic value, more
efficient distribution (coupled with measures
to ensure appropriate use and remove
substandard products) and inclusion of
essential antibiotics on reimbursement lists
would also attract the necessary
registration and supply improvements.

In addition, we note that there are currently
no major donor-funded procurement
mechanisms to support antibiotic access in
LMICs. On the other hand, bilateral
programs like PEPFAR and multilateral
initiatives like the Global Fund to Fight
AIDS, TB, and Malaria have enabled
significant improvements in global access
to treatments for other infectious diseases.
For example, 76% of HIV patients globally
were receiving treatment at the end of
2022, compared to 24% in 2010, Despite
the diversity of antibiotic treatments in use,
similar models for antibiotic access in lower
income settings could be explored via
entities with expertise in procurement at
scale. Leveraging additional expertise with
programmatic support, health system
strengthening and capacity building, could
also facilitate the development of
appropriate treatment portfolios that are
aligned with public health need in specific
contexts. This could significantly improve
demand planning and support alignment
with the supply side, facilitating greater
access.

b

]




Improving access
to new antibiotics

Most new antibiotics, once approved and

incorporated into treatment guidelines, are

classified as Reserve, meaning they are In addition to sustainable
intended for Ias.t line use. They are access to existi ng

therefore used in low volumes to slow the L _
development of resistance and to antibiotics, there is an
safeguard antibiotic effectiveness. urgent need to develop
However, the value assigned to them is new antibiotics to treat
often also low, which creates a significant
disconnect between the investment
required to develop and bring a new patients globally.
antibiotic to market and the potential

returns developers can achieve. Even

without considering the significant cost and

risk of developing these new antibiotics,

this revenue is insufficient to support broad

launches in multiple markets, sustainable

supply, and fulfilment of post-approval

commitments including surveillance.

resistant infections for all

Consequently, investment in antibiotic R&D
has been drying up, with very few
antibiotics currently in late-stage
development and a persistent downward
trend. Between 2017 and 2023, only 10
small molecule direct acting antibiotics
were approved and recent modelling
suggests we may only see 8 new ones in
the decade to 2033 unless changes are
made®?
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Most new antibiotics have limited
registrations and launches, even in HICs®?,
as it is not economically sustainable to
launch them. Many of the recently
developed antibiotics were driven by
smaller companies which faced significant
financial struggles despite their success,
leading to bankruptcies, distressed sales,
and/or winding down of operations®?.
Economic failures and the unattractiveness
of antibiotic R&D have also led to a
continued drain of R&D expertise'*, which
will be difficult to retain or resurrect under
current circumstances. This vicious circle
will likely lead to a further decline in
development and potential future antibiotic
approvals.

Another significant barrier to utilization of
new antibiotics is the requirement of robust
infrastructure to ensure appropriate use.
This challenge includes not only hospital
infrastructure, but also lack of surveillance
and resistance data, inconsistent use of
diagnostics and resistance testing, slow
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updates of clinical use guidelines to include
new antibiotics, and reimbursement
systems that incentivize the use of older
antibiotics even when they may not be the
most appropriate choice. Additionally,
current value frameworks do not reflect and
reward the full clinical, health system, and
economical value as well as the societal
value of new antibiotics.

Solutions in the form of new pull incentives
that could bring back private R&D
investment, reinvigorate the pipeline, and
support sustainable access, are well
known, as is the scale of the global
challenge®. It is generally agreed that pull
incentive implementation will need to be led
by G7 countries and the EU, and each
should contribute to the global total based
on their relative GDP.

To date, push incentives have helped
maintain a rich and diverse preclinical
pipeline. For example, CARB-X announced
in March 2024 its 100" investment?$, and



the industry-led USD 1 billion AMR Action
Fund has so far made investments in eight
companies as of June 2024, with one
portfolio company receiving FDA approval
in April 2024'". However, while support for
push incentives must continue, they must
be paired with pull incentives that reward
successful antibiotic R&D separately from
volume of sales, at a level that enables
further R&D investment. Without pull
incentives to create a sustainable market
and bring new antibiotics to patients, the
push incentive investments in early- and
late-stage research will have been wasted.

There is also a role for countries beyond
G7, such as G20 and other HICs and MICs
to take action that both contributes to a
sustainable antibiotics market and ensures
that new product launches can be pursued
sustainably and globally.
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For countries in lower income settings,
novel mechanisms that support sustainable
access to new antibiotics are needed. The
volume of use of most new antibiotics will
be comparatively low, and all countries
need to establish robust stewardship
measures to ensure appropriate use.
Therefore, models that can improve
demand visibility while providing a level of
oversight are likely to be preferred by all
stakeholders. Initiatives like SECURE and
other global health partnerships*® could
play a meaningful role in supporting
procurement and appropriate use of new
antibiotics in lower income settings.
Additionally, companies may sign a
voluntary licensing and collaboration
partnership to increase access to their
products such as that between Shionogi,
GARDP, and CHAI for cefiderocol*, a new
antibiotic first approved in 2019.



Conclusion

While there are specific access challenges
for both existing and new antibiotics, they
have a common characteristic which is that
their contribution to societies and health
and economic security is not sufficiently
recognized. Improving access to all
antibiotics globally will require all countries
that have the ability to do so to implement
appropriate policy reforms and frameworks
that meaningfully reflect and reward this
value. At the same time, we need to
progress mechanisms that can bridge gaps
in global access to both existing and new
antibiotics, especially in lower income
settings which also tend to have the highest
infectious disease burden. It is important
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that these models are tailored to individual
products and geographical context and that
use is aligned firmly with public health
need, to preserve antibiotic effectiveness.

The pharmaceutical industry is
committed to playing its part in
increasing access to antibiotics by
working with relevant partners and
stakeholders to make feasible and
economically sustainable changes to
ensure that all patients can access the
essential antibiotics they need,
including broad and timely access to
new antibiotics around the world.



References

10.

11.

12.

13.

14.

15.

16.
17.

18.

The Lancet, GBD 2019 Antimicrobial Resistance Collaborators, 2022. “Global mortality associated with 33 bacterial pathogens in 2019: a
systematic analysis for the Global Burden of Disease Study 2019”. hitps://www.thelancet.com/journals/lancet/article/PI1S0140-
6736(22)02185-7/fulltext

The Lancet, Antimicrobial Resistance Collaborators, 2022. “Global burden of bacterial antimicrobial resistance in 2019: a systematic
analysis”. https://www.thelancet.com/journals/lancet/article/P11IS0140-6736(21)02724-0/fulltext

In this paper, “new antibiotics” refers to antibiotics that may be developed in the future as well as those developed & launched recently
(new on the market) and that address unmet treatment need. “Existing antibiotics” refers to those antibiotics in use today that are already
off-patent, which currently represents the vast majority of all antibiotic use.

GARDP, CHAI, Shionogi, 2021. “GARDP, CHAI and Shionogi announce MOU to increase access to antibiotic to treat antimicrobial
resistant infections in low- and middle-income countries”. https://www.shionogi.com/global/en/news/2021/07/e-210713.html

WHO, 2023. WHO Model List of Essential Medicines - 23rd list, 2023. https://www.who.int/publications/i/item/WHO-MHP-HPS-EML-
2023.02

WHO 13" General Programme of Work Target 4b.

The Lancet Infectious Diseases, Sharland M. et al., 2022. “The WHO AWaRe Antibiotic Book: providing guidance on optimal use and

informing policy”. https://www.thelancet.com/journals/laninf/article/P11S1473-3099(22)00683-1

Wellcome Trust, BCG, 2022. “Understanding the antibiotic manufacturing ecosystem”. htips://cms.wellcome.org/sites/default/files/2022-

04/understanding-the-antibiotic-manufacturing-ecosystem-2022.pdf

AMR Industry Alliance. “Responsible Manufacturing”. hitps://www.amrindustryalliance.org/shared-goals/common-antibiotic-manufacturing-

framework/
BSI, 2023. “Mitigating environmental impact from antibiotic wastewater discharge in the manufacturing environment”.
https://www.bsigroup.com/en-IN/healthcare/sustainability/antimicrobial-resistance/

WHO Global Health Observatory, 2022. “Data on the HIV response.” https://www.who.int/data/gho/data/themes/hiv-aids/data-on-the-hiv-

aids-response
IFPMA, 2024. “From resistance to resilience: what could the future antibiotic pipeline look like?”. https://www.ifpma.org/publications/from-

resistance-to-resilience-what-could-the-future-antibiotic-pipeline-look-like/

Clin. Infect. Dis., Outterson K. et al., 2022. “Patient Access in 14 High-Income Countries to New Antibacterials Approved by the US Food
and Drug Administration, European Medicines Agency, Japanese Pharmaceuticals and Medical Devices Agency, or Health Canada, 2010-
2020". https://pubmed.ncbi.nim.nih.qov/34251436/

AMR Industry Alliance, 2024. “Leaving the lab: tracking the decline in AMR R&D professionals”. hitps://www.amrindustryalliance.org/wp-
content/uploads/2023/02/Leaving-the-Lab_final-1.pdf

Health Affairs, Outterson K., 2021. “Estimating The Appropriate Size Of Global Pull Incentives For Antibacterial Medicines”.
https://www.healthaffairs.org/doi/abs/10.1377/hithaff.2021.00688

CARB-X, 2024. “CARB-X Funds 100th Project Targeting Antibiotic Resistance”. htips://carb-x.org/carb-x-news/hips-100th/

AMR Action Fund, 2024. “AMR Action Fund Portfolio Company UTILITY Therapeutics Granted FDA approval for pivmecillinam”.

https://www.amractionfund.com/blog/amr-action-fund-portfolio-company-utility-therapeutics-granted-fda-approval-for-pivmecillinam

GARDP, 2024. “New partnership to improve access to new antibiotics in low- and middle-income countries to boost efforts to combat TB

and AMR”. https://gardp.org/new-partnership-to-improve-access-to-new-antibiotics-in-low-and-middle-income-countries-to-boost-efforts-to-

combat-tb-and-amr/

13 | SUSTAINABLE ACCESS TO EFFECTIVE ANTIBIOTICS


https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(22)02185-7/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(22)02185-7/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)02724-0/fulltext
https://www.shionogi.com/global/en/news/2021/07/e-210713.html
https://www.who.int/publications/i/item/WHO-MHP-HPS-EML-2023.02
https://www.who.int/publications/i/item/WHO-MHP-HPS-EML-2023.02
https://www.thelancet.com/journals/laninf/article/PIIS1473-3099(22)00683-1
https://cms.wellcome.org/sites/default/files/2022-04/understanding-the-antibiotic-manufacturing-ecosystem-2022.pdf
https://cms.wellcome.org/sites/default/files/2022-04/understanding-the-antibiotic-manufacturing-ecosystem-2022.pdf
https://www.amrindustryalliance.org/shared-goals/common-antibiotic-manufacturing-framework/
https://www.amrindustryalliance.org/shared-goals/common-antibiotic-manufacturing-framework/
https://www.bsigroup.com/en-IN/healthcare/sustainability/antimicrobial-resistance/
https://www.who.int/data/gho/data/themes/hiv-aids/data-on-the-hiv-aids-response
https://www.who.int/data/gho/data/themes/hiv-aids/data-on-the-hiv-aids-response
https://www.ifpma.org/publications/from-resistance-to-resilience-what-could-the-future-antibiotic-pipeline-look-like/
https://www.ifpma.org/publications/from-resistance-to-resilience-what-could-the-future-antibiotic-pipeline-look-like/
https://pubmed.ncbi.nlm.nih.gov/34251436/
https://www.amrindustryalliance.org/wp-content/uploads/2023/02/Leaving-the-Lab_final-1.pdf
https://www.amrindustryalliance.org/wp-content/uploads/2023/02/Leaving-the-Lab_final-1.pdf
https://www.healthaffairs.org/doi/abs/10.1377/hlthaff.2021.00688
https://carb-x.org/carb-x-news/hips-100th/
https://www.amractionfund.com/blog/amr-action-fund-portfolio-company-utility-therapeutics-granted-fda-approval-for-pivmecillinam
https://gardp.org/new-partnership-to-improve-access-to-new-antibiotics-in-low-and-middle-income-countries-to-boost-efforts-to-combat-tb-and-amr/
https://gardp.org/new-partnership-to-improve-access-to-new-antibiotics-in-low-and-middle-income-countries-to-boost-efforts-to-combat-tb-and-amr/

About IFPMA

The International Federation of
Pharmaceutical Manufacturers and
Assaociations (IFPMA) represents over 90
innovative pharmaceutical companies and
associations around the world. Our industry’s
almost three million employees discover,
develop, and deliver medicines and vaccines
that advance global health. Based in Geneva,
IFPMA has official relations with the United
Nations and contributes industry expertise to
help the global health community improve the
lives of people everywhere.

For more information, visit

“.. International Federation

\ of Pharmaceutical
IFPMA Manufacturers & Associations

@IFPMA

ifpma.org

/IFPMA


https://www.ifpma.org/

