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“We need to urgently change the status quo. Sepsis, affecting almost 50 million
children, women and men every year, remains invisible in the global health
dialogue and architecture. The urgency of our action is even more critical, as
proven, cost-effective interventions are available to prevent millions of Sepsis-
related deaths and disabilities. Research and development priorities for novel
solutions are also clear, how to improve prevention, early detection and treatment
of this medical emergency, and ensure appropriate care and rehabilitation for
Sepsis survivors. The 2030 Global Agenda for Sepsis presents a roadmap for
these critically needed actions. We hope, political leaders, public health and
clinical practitioners, donor and philanthropic institutions, innovators and Sepsis
advocates join us in making Sepsis the next success story in Global Health.”

Dr. Mariam Jashi
CEO, Global Sepsis Alliance
Former Deputy Minister of Health and Member of Parliament of Georgia

“The 2030 Global Agenda for Sepsis can take our common fight to the next level
and enable us to save millions of children and adults from unnecessary deaths
and disabilities. Over the last two decades, the global Sepsis community has
achieved significant progress. We are honoured to see the ever-increasing recog-
nition of the role the Global Sepsis Alliance has played since its commencement
in 2010. The World Sepsis Day movement, initiated by the GSA now engages
more than 50,000 stakeholders. The World Sepsis Congress launched in 2016 has
already reached 107,000 policymakers, healthcare workers, scholars and Sepsis
advocates across 180 countries with the state-of-the-art knowledge in the field.
The 2017 World Health Assembly Resolution on Sepsis was a pivotal moment,
and today, the Global Sepsis Alliance is proud to present the very first multi-year
global strategy for future actions.”

Prof. Dr. Konrad Reinhart
Founding President, Global Sepsis Alliance
President, Sepsis Stiftung

“We cannot achieve the 2030 Sustainable Development Goals without reinvigo-
rated fight against Sepsis and its sequelae. We shall scale up clinical knowledge
and proven interventions to protect 5.7 million mothers and 20 million children
who are afflicted with Sepsis every year. Stopping Sepsis and its sequelae needs
robust political commitment and investments in multi-lateral and multi-sectoral
actions. We will address the inequities leading to low- and middle-income coun-
tries continuing to bear an inordinately high burden, 85% of the global Sepsis
cases, and disproportionately less investment in infection prevention and control
measures. We are confident that the 2030 Global Agenda for Sepsis catalyses action
to decrease the inequities in knowledge and increase resources to provide quality
Sepsis care for children, women, older adults and other vulnerable populations.”

Prof. Niranjan “Tex” Kissoon

President, Global Sepsis Alliance

Past President, World Federation of Paediatric Critical and Intensive Care
Societies
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EXECUTIVE SUMMARY

The 2030 Global Agenda for Sepsis

The 2030 Global Agenda for Sepsis is the first multi-year strategic vision aimed at
alleviating the significant human, societal, healthcare and economic burden of Sepsis and
its sequelae through concerted efforts of UN Member States and multiple stakeholders at
national, regional and global levels.

The Global Sepsis Alliance (GSA) initiated and coordinated the development of this docu-
ment with the engagement of its 5 Regional Sepsis Alliances, and over 70 member and
partner organizations from Africa, Asia-Pacific, the Caribbean, Eastern Mediterranean,
Europe, Latin America and North America. The multi-stakeholder strategic dialogue
started in 2023 on the margins of the 78" Session of the UN General Assembly in New
York, followed by Sepsis side events in parallel to the 2023 World Health Summit in Berlin
and the 77* Session of the World Health Assembly in Geneva in 2024. The strategic plan-
ning process also included focus group discussions and series of on-line consultations with
Sepsis survivors and family representatives, healthcare practitioners as well as partners
from public, private, academia and civil society sectors.

The ultimate goal of the 2030 Global Agenda is to avert millions of preventable deaths
and disabilities among children, women, and men by stronger positioning of Sepsis in
the global health and development architecture and enhancing response capacities to this
medical emergency in community and healthcare settings. The strategy aims at reducing
the global incidence of Sepsis by at least 25%, improving the survival rates of paediatric and
adult patients by over 20%, and reducing the median cost per Sepsis patient per country by
20% from 2017-2020 baselines.

Section 1 consolidates the latest epidemiological, clinical and economic data on Sepsis and
its sequelae, reaffirming that Sepsis is a major killer of children and adults, accounting for
1 in every 5 deaths worldwide. Children, women, immunocompromised individuals and
older adults are most vulnerable to this medical emergency. Sepsis is estimated to affect 48.9
million people and claim 13.7 million lives every year. The economic impact is also signif-
icant, accounting for 2.65% of healthcare budgets and a median hospital cost of €36,191 per
septic patient per country. Indirect costs from productivity losses due to illness, disability,
and premature death are even more substantial, constituting 70-80% of the total societal
costs of Sepsis. With 5.7 million maternal Sepsis cases and 2.9 million deaths in children
under five annually, the 2030 Sustainable Development Goals (SDGs) cannot be achieved
without fundamental changes in the global Sepsis response. The new Sepsis agenda can
help accelerate progress towards 9 out of 17 SDGs by closing inequality and knowledge
gaps, and enhancing universal health coverage (UHC) and financial protection for the most
vulnerable. The document also highlights the urgency of synergizing policies and actions
for Sepsis and antimicrobial resistance (AMR), as the estimated 4.95 million AMR-related
deaths annually are part of the 13.7 million Sepsis-related deaths. Finally, with increased
risks of infections and accordingly, increased risks of Sepsis, any future pandemics, armed
conflicts, humanitarian crisis and climate change will require stronger response capacities
to Sepsis.

Section 2 summarizes the achievements of the past two decades in the fight against Sepsis.

Important progress has been made in clinical knowledge evolution and international
guidance from the Surviving Sepsis Campaign. The World Health Organization has also
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advanced in the development of Sepsis-related guidelines and tools that will help bridge
the critical knowledge gaps in the Global South. High-level advocacy and alliance-building
efforts have led to the historic World Health Assembly Resolution on Sepsis in 2017
(WHAZ70.7). The G7 Health Ministers’ Communique (2022) and the 2023 Berlin Declaration
endorsed by 75 international health partners were two other important advocacy platforms.
Sepsis Survivors and families of patients who have lost their lives to Sepsis have champi-
oned national action plans (NAPs) and evidence-based policy initiatives in a number of
countries, saving thousands of children and adults. The success stories, primarily from
high-income countries such as Australia, Belgium, Ireland, Sweden, the UK and the US may
inspire and guide Sepsis NAPs, patient-focused policies and changes in other countries and
territories.

Section 3 consolidates the remaining gaps in the global Sepsis response. Despite the
documented progress, and the fact that proven and affordable interventions are feasible to
scale-up in all settings, implementation gaps remain that cost lives every day. Sepsis and
its sequelae are still largely invisible in the global health landscape and receive dispropor-
tionately low political and financial investments compared to their human and economic
costs. Seven years after the adoption of the WHA70.7 Resolution, fewer than 10% of the UN
Member States have developed NAPs and evidence-based policies. Sepsis remains under-
funded in national and international agendas, with no earmarked development funding
from governments, international financing institutions (IFIs), public-private partnerships
(PPPs) or innovative financing platforms. Even well-resourced healthcare systems docu-
ment poor clinical outcomes due to insufficiencies in pre-hospital recognition of Sepsis, and
timely identification and management at primary and hospital levels. A hospitalized patient
with Sepsis is more likely to die than a patient with a heart attack or stroke, yet Sepsis is still
not treated with the same urgency as other critical conditions. Research and development
(R&D) funding to generate knowledge and innovations, including novel vaccines, diagnos-
tics, therapeutics or Al tools are also limited. The quantity and quality of epidemiolog-
ical and clinical data remain scarce to inform policy actions, especially in LMICs. The 2020
publications on the global burden of Sepsis established foundational evidence; however,
the Sepsis response needs more sustainable data reporting and analysis systems through
routine administrative health statistics, Sepsis registries or specialized studies to inform
relevant policies and action.

Building on the achievements in the global Sepsis fight, the WHA70.7 Resolution and the
analysis of remaining gaps Section 4 presents the 2030 Global Agenda for Sepsis and its
five strategic pillars

Strategic Pillar 1: Political Leadership and Multilateral Cooperatior

Multilateralism will be key to the success of the new Global Agenda for Sepsis. The strategic
pillar calls for the establishment and operationalization of a High-Level Political Platform to
mainstream the Sepsis agenda in global health and development dialogue and architecture.
By 2030, at least 80% of HICs and 50% of LMICs need to complete National Action Plans
or national action planning (NAP) process for Sepsis with earmarked domestic budgetary
resources. The countries should ensure synergies of Sepsis NAPs with broader health sector
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plans and initiatives, such as UHC, maternal, newborn and child health (MNCH), infec-
tion prevention and control (IPC), AMR, PPPR, patient safety and healthy aging. By 2030,
at least 80% of HICs and 50% of LMICs should incorporate services for sepsis into national
packages of priority services for UHC. Governments, IFIs, PPPs in global health and phil-
anthropic foundations are called to initiate grant, loan and/or innovative funding mecha-
nisms for improving Sepsis response locally and internationally, with special considerations
for LMICs. Sepsis investment cases should focus on “Saving Lives and Saving Costs”, as
success stories from Australia, Canada and other countries have documented high returns
on investments of relevant policies. Finally, GSA and its partners should initiate regular
data collection and annual Global Sepsis Reports to map progress vis-a-vis the WHA70.7
Resolution, related World Health Assembly resolutions and the targets set by the current
2030 Global Agenda for Sepsis.

trategic Pillar 2: Health System Readiness for Sepsis and Its Sequelae

By 2030 at least 50% of UN Member States should launch evidence-based and patient-
focused Clinical Pathways for Sepsis and Sepsis Bundles for adult and paediatric patients,
with special emphasis on vulnerable populations, such as pregnant women, newborns,
children, older adults and patients living with chronic diseases. Increased investments
in perinatal care, primary health care (PHC) and emergency, critical and operative care
(ECO) services are essential. Healthcare institutions engaged in the care cascade should
have essential supplies and equipment for managing Sepsis and related organ dysfunction.
This includes microbiology labs or rapid diagnostic tools, ventilators with adequate oxygen
supply, renal replacement therapies, patient monitoring systems, antibiotics, and IV fluids.
Key clinical processes can be strengthened and lives saved even without new input of
material resources, with adequate training on clinical management of Sepsis. Countries
should incorporate services for sepsis into packages of priority services for UHC and
design associated curricula for all health worker groups, from community health workers
to undergraduate and post graduate medical and nursing students, and for all health
workers who care for the acutely ill. Curricula should focus on active and lifelong learning
methodologies, telemedicine and other digital solutions, including digital clinical decision
support. UN Member States should also initiate quality improvement (QI) programmes
for Sepsis, including regionalization and accreditation initiatives. Finally, cross-cutting
IPC initiatives should be strengthened for improved prevention of healthcare-associated
infections (HAIs), high routine immunization coverage in children and adults, accessibility
of WASH facilities in over 80% of healthcare institutions across LMICs and effective AMR
stewardship.

trategic Pillar 3: Whole-of-Society Response|

Awareness on Sepsis and its sequelae should be improved among the general public, media
representatives and policymakers through consistent advocacy, a simplified new narra-
tive on Sepsis, and the engagement of Sepsis survivors and patient families. As over 80%
of cases originate in the communities, public representatives should be able to identify
Sepsis as a medical emergency requiring immediate emergency care seeking. Simplified
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and contextualized messages and stronger media engagement will be essential for making
“Sepsis” a household name and holding governments accountable for action. Patients-for-
Patient support services and groups should be further promoted, and Sepsis Survivors
should lead the patient voice in designing policy, institutional and community-level inter-
ventions, including for post-hospital rehabilitation and recovery. Community care seeking
behaviours should be studied and analysed to inform education and engagement strategies.

Strategic Pillar 4: Sepsis Research and Innovations

Public and private research opportunities and funding for Sepsis should be substan-
tially improved along with investments in novel prevention, diagnostic, treatment and
AT solutions. The UN Member States, especially the OECD countries are called to allocate
earmarked funds for Sepsis research and academic collaboration. By 2025, a Global Sepsis
Research and Innovation Platform, an international PPP, should be launched to system-
atically address unmet needs in Sepsis prevention, diagnostics and treatment, as well as
regulatory aspects. The platform should facilitate R&D investments for novel vaccines, fast
pathogen detection tools, antimicrobial and immunomodulatory therapies, precision medi-
cine approaches, and innovations to address sepsis sequalae, care and rehabilitations needs
of patients and their families..

Strategic Pillar 5: Sepsis in Pandemics and Other Emergencies

In line with the WHA?70.7 Resolution, medical countermeasures should be strengthened for
managing Sepsis in emergencies. Services for the clinical management of sepsis should be
incorporated into all packages of High-priority Health services for Humanitarian response
(H3 package). UN Member States are called to integrate Sepsis-related interventions into
national PPPR plans. Sepsis prevention, early detection, treatment, and post-hospital care
and rehabilitation should also be integrated into health protocols for defence/military
personnel and the essential care services for civilians in humanitarian settings. Humani-
tarian response protocols and health service packages from leading international human-
itarian aid organizations should consistently address Sepsis prevention and response
measures. Finally, UN Member States need to integrate Sepsis into the national laws and
policies on climate change adaptation.
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SECTION 1
GLOBAL BURDEN OF SEPSIS

1.1. Human and Societal Burden

Sepsis is a life-threatening medical emergency, when the body’s (the host’s) response to
infection causes injury to its own tissues and organs. This can lead to shock, multi-organ
failure, disability and death, especially if it is not recognized early and treated promptly.
Please see Annex A for the latest consensus definitions for Sepsis and septic shock. (1)

The current section consolidates the latest epidemiological, clinical and economic data on
Sepsis and its sequelae, reaffirming that Sepsis is one of the leading cause of mortality,
disability and healthcare expenditures worldwide, accounting for approximately 20% of
all annual deaths. (2,3) This global health threat affects 48.9 million people every year,
including 20.3 million children and 5.7 million women during pregnancy, delivery, or post-
partum. (4)

An estimated 11'million Sepsis-related deaths were reported in 2017. (4) However, according
to the latest estimates from the Institute of Health Metrics and Evaluation (IHME), Sepsis is
responsible for 13.7 million deaths annually, claiming lives of 2.9 million children under the
age of five and accounting for 10.7% of all maternal deaths. (4,5)

Sepsis affects both resource-limited and economically developed nations. People living in
countries with low, low-middle, or middle sociodemographic indices (SDI) bear 85% of the
global burden of Sepsis, with sub-Saharan Africa and South-East Asia affected the most. (4)
The sub-Saharan African region with nearly 17 million cases and 4 million Sepsis-related
deaths, documents the highest Intensive Care Unit (ICU) and hospital mortality rate (47.2%)
in septic patients. (6) Despite the advancements, 30-day septic shock mortality remains high
even in developed regions of North America (33.7%) and Europe (32.5%). (7) In the United
States, Sepsis is the leading cause of hospital mortality, taking 350,000 adult lives annually
- more than the lives lost to stroke, prostate cancer, breast cancer, and opioid overdoses
combined. (8,9)

Figure 1. Global Burden of Sepsis
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Figure 2. Composition of Global Infection-Related Deaths
Source: IHME, 2023
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Sepsis is the final common pathway to death from most infectious diseases, including
bacterial, viral and fungal pathogens as well as parasites, such as those causing malaria.

Out of the 13.7 million Sepsis-related deaths annually, 8.8 million are estimated to be caused
by bacterial infections (Figure 2), and this number includes 4.95 million deaths attribut-
able to or associated with antimicrobial resistance (AMR). (5) In addition, the estimated 7.7
million infection-related or Sepsis-related deaths in 2019 were associated with 33 individual
bacterial pathogens, which would rank these infections as the 2"leading cause of mortality
globally. (10) Among the leading bacterial pathogens causing sepsis are Escherichia coli,
Klebsiella pneumoniae, Staphylococcus aureus, Pseudomonas aeruginosa, and Strepto-
coccus pyogenes, along with fungal pathogens of the Candida species. (11)

Most of the 14.9 million excess deaths documented during the COVID-19 pandemic were also
likely to be associated with or attributable to Sepsis, as 78% and 33% of COVID-19 patients
in intensive care units (ICUs) and hospital wards, respectively met diagnostic criteria for
Sepsis. (12,13) The pandemic fundamentally changed the landscape of Sepsis epidemiology,
with a high burden of SARS-CoV-2-associated Sepsis and a growing consensus, that severe
COVID-19 causing organ dysfunction was appropriate to label as Sepsis. (13,14)

Contrary to the common belief that only communicable diseases lead to Sepsis, 15.8 million
Sepsis cases, and 5.1 million, or nearly half of all Sepsis-related deaths occur as infectious
complications of underlying injuries or non-communicable diseases (NCDs). (4) From the
perspective of patients consulted for this document, Sepsis is often perceived as primarily
an ICU problem. In contrast, 50% of septic patients hospitalized in the US and two-thirds
of those in Germany were not treated in an ICU, and post-sepsis syndrome is not limited
to patients treated in an ICU. (15) Another common misconception is that Sepsis primarily
occurs in hospitals, often as a result of healthcare-associated infections (HAIs). However,
studies have repeatedly confirmed that over 80% of patients have community-onset Sepsis,
diagnosed within 3 days of hospitalization. (16,17)

Finally, the impaired quality of life, disability, increased rehospitalization and mortality
risks, are all part of the Sepsis sequelae and contribute to the significant human burden
of this global health challenge. (18) Sepsis survivors often face long-term sequelae, life-
changing effects of the critical illness, and need specialized care and rehabilitation. Sepsis
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may also lead to post-ischaemia limb amputation and reinfection risks, such as those from
prosthetic pressure injuries. Chronic pain, post-traumatic stress disorder, organ dysfunc-
tion, fatigue and Post Exertional Malaise (PEM) are common after effects of Sepsis. Post-
Sepsis Syndrome (PSS) includes long-term physical, medical, cognitive, and psychological
issues after recovering from sepsis, and between 40% to 74% of septic patients receive a
new medical, psychological, or cognitive diagnosis consistent with post-sepsis morbidity.
(15,19) PSS often manifests in medical and mental health conditions comparable to long-
term sequelae of COVID-19. (20) (21)

1.2 Economic and Health Sector Burden

Along with the immense human suffering, affecting up to 50 million children and adults
every year, Sepsis has a significant economic impact. Even before the COVID-19 pandemic
Sepsis-related expenditures were estimated to account for 2.65% of healthcare budgets or
0.33% of Gross National Product (GNP). (22)

Globally, the mean total hospital costs per Sepsis patient vary from €1,101 to €91,951, and the
median of the total Sepsis costs per country is estimated at €36,191, equivalent to €50 per
capita annually. (22) In addition to high ICU mortality rates (25.8%), septic patients require
a prolonged length of stay in intensive care units (ICU-LOS) and incur higher treatment
costs compared to other ICU patients. (23,24)

Figure 3. Economic and Healthcare Burden

Economic and Healthcare Burden of Sepsis

€ 36,191 $ 41,500
Median Cost per Sepsis Patient Avarage Total Hospital Costs for
per Country Paediatric Sepsis Stays (US)
2.65% 0.33%
Healthcare Budget Expenditures GNP Expenditures

Most published studies address the financial and economic impact of Sepsis in High-Income
Countries (HICs) and reaffirm the urgency of action even in well-resourced healthcare
contexts.

¢ Sepsis is estimated to cost US$ 62 billion in hospitalizations and skilled nursing care

to the United States annually and account for 9.9% of all hospital costs. (9,25) The
average hospital cost per adult and paediatric Sepsis stays in 2021 was US$ 28,800
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and US$ 41,500, respectively. (26) Overall, 18% of nationwide paediatric hospital-
ization costs from 20122018 were related to Sepsis, and the median cost of Sepsis
hospitalization (US$ 26,592) was 12-times higher than that of all-cause child hospi-
talizations (US$ 2,199). (27)

e Australia further documented that about half of the Sepsis patients were readmitted
within 90 days of discharge, and over 70% were re-hospitalized within a year. (23)
High readmission rates increase the demand for inpatient services and the overall
healthcare costs for Sepsis, which could be prevented by timely and appropriate
management of Sepsis and its sequelae.

¢ The Sepsis burden is especially challenging in the context of the ageing population
in high-income countries, as this medical emergency is significantly associated with
age. Adults aged > 65 years were 13-times more likely to be hospitalized with Sepsis,
and nursing home residents had 6-times higher risks of presenting with Sepsis in
emergency rooms. (28,29)

Sepsis is expected to have an even greater economic impact on patients and families living
in Low- and Middle-Income Countries (LMICs), with the highest disease burden and
limited access to universal health coverage (UHC) and financial protection mechanisms in
health.

e Over 75% of the 3.1 billion people left without effective UHC coverage in 2023 live in
LMICs of South Asia, Southeast Asia, East Asia, and Sub-Saharan Africa. (30) As a
result, individuals and families affected by Sepsis are expected to experience higher
out-of-pocket payments, and catastrophic and impoverishing health expenditures.

e As an example, 47% of patients admitted to hospitals for the treatment of septic
shock in Vietnam and families of 56% of patients who died from septic shock have
incurred catastrophic expenditures. (31)

¢ Notwithstanding data limitations from LMICs, the annual economic burden of
neonatal Sepsis only in Sub-Saharan Africa (SSA) is estimated to range from US$
10to 469billion. (32)

Finally, the significant direct healthcare costs represent only a small proportion (20-30%) of
the true fiscal burden of Sepsis, as the major economic impact of this medical emergency is
observed after hospital discharge. (18) (24) Indirect costs from loss of productivity, disability,
and premature deaths account for 70-80% of the total societal costs of Sepsis. (16, 21)

e Australia estimates $700 million Australian Dollars (AUD) as direct hospital costs
of Sepsis annually. However, these estimates represent only 14% of the total societal
cost, and indirect costs due to premature deaths and disability from Sepsis exceed
AUD $4 billion. (33)

e Within the UK, direct costs of Sepsis to the National Health Services (NHS) were
estimated to be as high as £2.6 billion a year, but the estimated cost to broader
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society through lost productivity and premature death was £15.6 billion. (34)

¢ The Netherlands estimates € 3.8 to € 6.5 billion as the combined disease and indirect
economic burden of Sepsis, larger than the annual burden associated with coronary
heart disease or stroke.(35) Sepsis was found to account for 57,304 Quality-Adjusted
Live Years (QALYs) and more than half or 30,406 QALYs were lost in quality of life
of survivors.

e According to the same study, one year after ICU treatment, 47% of previously
employed Sepsis survivors remained unemployed, while the remaining 53%
continued to work with lower productivity. (35) Similar trends were observed in the
US, with almost half, or 49% of ICU Sepsis survivors remaining newly unemployed
after one year of the critical illness.(36)

e Sub-Saharan Africa, with the highest neonatal mortality from severe infections,
is estimated to lose 5.29-8.73 million Disability-Adjusted Life Years (DALYs) every
year only to neonatal Sepsis.(32) Finally, the high burden of Sepsis and the high
burden of caring for Sepsis survivors by family members, are expected to further
increase Sepsis-related productivity losses in LMICs, and the overall economic
impact of Sepsis.

1.3. Sepsis — A Critical Milestone for Attaining 2030 SDGs

The 2030 Sustainable Development Goals (SDGs) and related aspirations for Maternal,
Newborn, and Child Health (MNCH), UHC, AMR, and Pandemic Prevention, Prepared-
ness and Response (PPPR) cannot be achieved without robust actions against Sepsis at
national, regional and global levels.

A reinvigorated Sepsis response is essential to accelerate progress towards health-related
SDG 3 (Figure 4) as well as 8 other Sustainable Development Goals (Figure 5).

2030 Global Agenda for Sepsis



Figure 4.

Sepsis and Health SDG 3

Annual Sepsis Cases Annual Sepsis Deaths

48.9 Million 13.7 Million
20.3 Million 2.9 Million
Children Under -5 Children Under -5

5.7 Million

Pregnant Women

15.8 Million NCDs 5.1 Million NCDs and
and Injuries Injuries

SDG 3: Good Health and Wellbeing

Maternal Sepsis

Sepsis affects 5.7 million women during pregnancy, childbirth, or postpartum every year
and remains the 3 most common cause of maternal deaths. (37) Sepsis accounts for 10.7% of
maternal mortality in resource-limited countries, compared to 4.7% in developed regions,
with Southern Asia and Sub-Saharan Africa bearing the highest burden. (38,39) Even
though this critical condition occurs in only 0.04% of deliveries, 23% of all maternal deaths
in the United States were found to be related to Sepsis. (40) Therefore, a robust response
to Sepsis is essential to reduce the global maternal mortality, especially among the most
vulnerable groups in LMICs (SDG 3.1. target).

Sepsis in Children

The Sepsis agenda is also central to SDG target 3.2 as children are disproportionately
affected. Over 40% of the global burden of Sepsis occurs in children, with an estimated
20.3 million paediatric Sepsis cases and 2.9 million deaths in children under the age of
five. These numbers include 1.3 million neonatal Sepsis cases that most commonly affect
pre-term and low-weight newborns. (41) (4,10) Sepsis remains the 3* most common cause of
neonatal deaths globally, with LMICs, particularly the African region, reporting the highest
incidence of severe infections and Sepsis among newborns. (4) (32,42-44)
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Immunization and Sepsis

Any infection can lead to Sepsis, and immunization of children and adults against
vaccine-preventable diseases is one of the most effective prevention strategies to avert
Sepsis and related deaths and disability. Therefore, the global Sepsis community reiterates
the need to accelerate progress towards the 2030 Immunization Agenda targets. (45) Promo-
tion of routine, catch-up, or campaign immunization rounds against diphtheria, tetanus,
measles, influenza, COVID-19 and other infections should be a central element of Sepsis
prevention measures both in communities and healthcare settings.

Sepsis in Patients Living with HIV, TB and Malaria

Sepsis is always a serious condition; however, people living with other infectious diseases
or immunocompromised conditions are at a higher risk. (46) The clinical course of
Sepsis is more severe in patients with the human immunodeficiency virus (HIV). (47,48)
HIV increases the risk of Sepsis mortality by 28% compared with people living without
HIV across all time periods and geographic areas, especially among patients treated in
low-income countries. (47,48)

Sepsis and septic shock are rare complications of Tuberculosis (TB) in immunocompetent
patients; however, TB is the leading cause of Sepsis in regions of high HIV and TB prev-
alence, such as sub-Saharan Africa. (49) (50) Mycobacterium tuberculosis was found to be
responsible for 25%-30% of bloodstream infections in septic patients in Africa. Further-
more, empirical treatment of TB in septic patients in Uganda was associated with improved
28-day survival. (50,51)

Finally, an estimated 7.3% of patients with severe malaria develop clinical Sepsis, 6% of
children hospitalized with severe falciparum malaria in Africa were found to have bacter-
aemia, and common misdiagnosis complicates effective treatment of Sepsis in patients with
malaria. (52) (53,54)

NCDs and Injuries

An effective Sepsis response is equally important for reducing premature deaths from
NCDs (SDG target 3.4) and injuries (SDG target 3.6), as 5.1 million Sepsis-related deaths
occur secondary to Sepsis complicating underlying injuries or NCDs. (4) WHO reaffirms
that anyone affected by severe injury or serious NCD can progress to Sepsis, and older
persons, pregnant or postnatal women, newborns, hospitalized and ICU patients, immu-
nocompromised individuals and people with chronic medical conditions (such as diabetes)
are at a higher risk. Sepsis may not be the primary cause of hospital admission, but can
occur as a complication of other presenting conditions, such as NCDs and trauma.
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Finally, cancer patients face 4-10 times higher risk of Sepsis, with the variation in risk attributed to
the differences in cancer types. (55,56) In-hospital mortality rates for Sepsis in cancer patients range
between 18-45%, (55-58) although these rates have been gradually decreasing over time, likely due
to improved Sepsis management strategies and innovations in cancer therapies.(59)

Universal Health Coverage

The effectiveness of the Sepsis response is closely linked to SDG target 3.8 for adequate Universal
Health Coverage. The challenge, however, remains how to achieve universal prevention, diag-
nosis and management of Sepsis through the integration of clinical pathways and Sepsis bundles
into national UHC programmes and budgets.

The GSA and the African Sepsis Alliance recommend the clinical and epidemiological data for
Sepsis be considered as tracer indicators for UHC index measurement. Comprehensive Sepsis
Care Cascades across the different levels of healthcare can holistically reflect the capacities of
national healthcare systems to ensure universal access to immunization, Water, Sanitation and
Hygiene (WASH), emergency and critical care, and other essential UHC services.

R&D of Vaccines and Medicines

Research and development (R&D) of novel vaccines, diagnostics (e.g,, point-of-care, Al solutions),
antimicrobial and immunotherapies for Sepsis are closely linked to the SDG 3.b agenda. Effec-
tive prevention of Sepsis in children and adults relies on improved and sustained coverage of
routine immunization, as well as the development of new vaccines against the pathogens most
commonly causing sepsis (e.g, E. coli, Klebsiella). The Sepsis response also needs more effec-
tive diagnostic solutions, as the delayed recognition remains a key barrier to timely initiation of
life-saving treatment and source control measures. The delayed administration of antimicrobials
after the onset of Sepsis can, in fact, increase the mortality risk from 0.42% to 7.6% per hour. (60,61)

Pandemic Prevention, Preparedness and Response

The Sepsis agenda should be central to any discussions on International Health Regulations and
broader aspects of PPPR (SDG target 3.d.1). Up to 80% of COVID-19 patients in ICUs were affected
by Sepsis, and any future pandemics will lead to an increased burden of Sepsis and its long-
term sequelae. (12) If the next pandemics are caused by dominant strains of multi-drug resistant
pathogens, the AMR impact on patient outcomes is likely to be even greater than that of the
COVID-19. Any pandemic will further aggravate the 10 million shortage of health workforce,
especially in LMICs, and constrain the delivery of effective Sepsis care. (62)
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Antimicrobial Resistance

Stronger synergies are essential between AMR and Sepsis advocacy, policies, investments
and R&D agenda, as an estimated 4.95 million out of 13.66 million Sepsis-related deaths are
associated with or attributable to AMR. (5) AMR, when present, contributes to rapid evolu-
tion to Sepsis and septic shock, and septic patients with resistant pathogens have higher
risks of hospital mortality. (46) As more pathogens become resistant, more people are at risk
of infections that can progress to Sepsis.

AMR and Sepsis actions should also be synergized in clinical practice. Building on the
WHA?70.7 resolution, the current strategy acknowledges that the inappropriate and exces-
sive use of antimicrobials contributes to the threat of antimicrobial resistance and that
Sepsis represents the most vital indication for the responsible use of effective antimicro-
bials for human health. Starting antimicrobial therapy in septic patients within the 1st hour
of recognition, and shorter time-to-antibiotics, can be life-saving, as every hour of delay
increases mortality risks by 0.42%-7.6%. (60,61). India confirmed that delayed administra-
tion of antibiotics beyond 1 hour of recognition of paediatric Sepsis is also associated with
higher mortality rates in children. (63) While general public and healthcare practitioners
are advised to avoid unnecessary use of antibiotics, effective Antimicrobial Stewardship in
Sepsis has shown no significant increase in inappropriate antibiotic use. (64) Earlier admin-
istration of antibiotics have also shown minimal adverse effects compared to the clinical
outcomes and deaths averted from Sepsis. (65)

Figure 5.

Sepsis and Non-Health SDGs

Poverty and Increased Sepsis 85% Burden in LMICs
Mortality Poor Most Affected

Child Malnutrition and Impact on 58% of 375 Human
Increased Risk of Sepsis Pathogens

Sepsis in Armed Conflicts

26.2 Million Women vs. 22.7

Million Men and Humitarian Crisis

No WASH Facilities e Policies, ODA, R&D
1/4 Health Facilities i) Accountability

In addition to health-related SDG 3, progress towards 8 other Sustainable Development
Goals (1, 2, 5,6, 10, 13, 16 and 17) will also be closely linked with the success of the global
Sepsis agenda.
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SDG 1: Poverty and Sepsis

The poor are affected the most, as the community poverty rate and lack of insurance are
associated with higher Sepsis incidence and mortality. (66,67) Racial and ethnic minority
groups, those who are unemployed or living in neighbourhoods with poverty rates greater
than 10% were found to suffer from higher mortality when admitted to hospitals for septic
shock.(66) Socio-economic deprivation was also linked to an increased risk of developing
non-COVID-19 related Sepsis and 30-day mortality in England. (68)

SDG 2: Sepsis and Malnutrition

As of 2022, 45 million children under the age of 5 suffer from wasting, 149 million are
stunted, and nearly half of deaths among children are linked to malnutrition. (69) Studies
repeatedly document increased risks of Sepsis in malnourished children, as malnutrition is
associated with depressed immune responses, higher susceptibility to infectious diseases,
sepsis and septic shock. (70,71) International guidance for managing Sepsis in paediatric
patients also includes special therapeutic considerations for malnourished children. (70)
Finally, the presence of malnutrition is associated with poor hospitalization outcomes
among older adults admitted for sepsis. (72)

SDG 5: Gender Equality

Sepsis affects 26.2 million women and girls every year, compared to 22.7 million men and
boys. This gender difference may be explained by 5.7 million cases of maternal Sepsis.
However, disparities are also observed in clinical care and sex-based differences in Sepsis
outcomes remain even in countries with high Gender Equality Index. Sweden, as an
example, demonstrated that the 1-hour Sepsis bundle was administered to 30% of female
patients vs. 41.5% male patients, and 30-day mortality was higher in women with Sepsis
and septic shock. (73) Furthermore, female patients are less likely to receive mechanical
ventilation or renal replacement therapy. (74)

SDG 6: Clean Water and Sanitation

Practicing basic hygiene and good sanitation is essential for preventing infections that
can progress to Sepsis and septic shock. The European Centre for Disease Prevention and
Control (ECDC) reaffirms that proper cleaning of hands and use of antiseptic solutions are
the most effective ways to prevent healthcare-associated infections that may lead to Sepsis.
(75) However, LMICs bearing the highest burden of Sepsis do not have adequate WASH
facilities even in health care settings. (76) WHO and UNICEF estimate, that 1 in 4 health
care facilities lack basic water services and 896 million people have no water services at
their health care facilities. (77)
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SDG 10: Sepsis and Inequality Agenda

Equality is central to the Sepsis agenda. Sepsis widens inequality gaps, as it disproportion-
ately affects children, women, and men living in resource-limited countries, and areas of
high socio-economic deprivation. Over 4/5 of Sepsis cases occur in LMICs, where health-
care systems are least advanced and the economic burden from Sepsis will only perpetuate
inter-generational poverty and disparities. Even in high income countries, disparities exist
in accessing healthcare and infection-related mortality in children and young people across
socio-economic and ethnicity divides.(78) Finally, studies reveal sex-based differences in
timely access to life-saving treatment and sepsis survival rates across different geographic
regions. (71) (73)

SDG 13: Climate Action

Climate change has the potential to exacerbate outbreaks of 58 percent of 375 human patho-
gens. (79) Accordingly, the Sepsis burden will be further aggravated by the climate change
impact with already concerning trends in the incidence of dengue and other infectious
diseases. (80) The global Sepsis community should prioritize inter-disciplinary collabora-
tion for human, animal and planetary health, under the Quadripartite Agreement for One
Health signed by the Food and Agriculture Organization (FAO), the United Nations Envi-
ronment Programme (UNEP), the World Health Organization (WHO), and the World Orga-
nization for Animal Health (WOAH). (81)

SDG 16: Sepsis in Humanitarian Crisis

The Sepsis agenda is critical in the context of over 120 armed conflicts around the world,
362 million people in need of humanitarian assistance, and more than 110 million forced
to leave their homes. (82,83) Armed conflicts, humanitarian crisis and displacement pose
civilians and military personnel to increased risks of infections and Sepsis. Sepsis was the
most common cause of death in Iraqi patients admitted to burns units, and the Syria conflict
showed increased probability of Sepsis in wounds as a result of unclean primary closures.
(84) Refugees and migrants are also at an increased risk of infections that can lead to Sepsis,
due to their exposure to infectious diseases, poor hygiene, limited access to clean water and
sanitation, limited and interrupted healthcare, and poor living conditions. (85) that can lead
to Sepsis, due to their exposure to infectious diseases, poor hygiene, limited access to clean
water and sanitation, limited and interrupted healthcare, and poor living conditions. (85)
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SDG 17: Partnership for Development

Multilateralism at global, regional and national levels will be key to the success of the
renewed Sepsis agenda. Reinvigoration of the global Sepsis response calls for the transfer
and exchange of knowledge in national policy planning, data generation, clinical manage-
ment, and R&D between countries of the Global North and South, as well as South-South
and Triangular Cooperation. The Sepsis response calls for domestic investments and official
development assistance (ODA). Finally, multilateral collaboration can facilitate the devel-
opment of national sepsis policies and accountability mechanisms within the overarching
accountability frameworks for the 2030 Sustainable Development Agenda.

SECTION 2
TWO DECADES OF SEPSIS FIGHT AND
ACHIEVEMENTS

2.1. Clinical Knowledge Evolution in Sepsis

Discussions on the harmonization of clinical management approaches to Sepsis among
professional associations and medical practitioners began as early as the 1970s. Over the
past 50 years, the medical community has witnessed substantial evolution in international
consensus on definitions, criteria, and recommendations for clinical management of Sepsis
in both adult and paediatric patients. Current clinical knowledge and approaches will
continue to improve in parallel with the development of new intelligence.

Some of the most significant advancements in clinical management include the introduc-
tion of the pulmonary artery catheter for the measurement of hemodynamic profiles of
patients with septic shock (1970), the coining of the term “Sepsis syndrome” (1989), and the
first definition of Sepsis, along with the Sequential Organ Failure Assessment (SOFA) score
and the Multiple Organ Dysfunction Score (MODS) in 1992. (86) (87)

The International Sepsis Forum (ISF) was established in 1997 with the mission of improving
the scientific study, clinical management, and understanding of Sepsis. Since 2001 the ISF
has been convening annual forums for the advancement of clinical and research knowledge
globally, fostering transfer of experience and innovations.
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In 2002, the Surviving Sepsis Campaign was formed by three leading professional orga-
nizations in the field of sepsis: the European Society of Intensive Care Medicine (ESICM),
the Society of Critical Care Medicine (SCCM), and the International Sepsis Forum. The
Campaign’s debut initiative was the “Barcelona Declaration”. (88) After the first iteration
of the Surviving Sepsis Guidelines, the collaboration on the Campaign continued between
SCCM and ESICM only.

The first SSC guidelines for the management of Sepsis and septic shock and the first SSC
Sepsis bundles for early detection and management of severe Sepsis were published in 2004.
Later, in 2020-2021, the SSC released the first international Sepsis guidelines for children,
guidelines for the care of critically ill patients with COVID-19 and an update of SSC guide-
lines for adult patients. In 2024 the SCCM Paediatric Sepsis Definition Task Force validated
Phoenix criteria for Sepsis and septic shock in children, and the next review, or the sixth
version of the SSC guidelines is estimated to be available in early 2026 (January-March).
(89-91)

Finally, in response to the 2017 World Health Assembly (WHA70.7) Resolution on Sepsis,
the World Health Organization (WHO) is finalizing the first set of Guidelines on the Clin-
ical Management of Sepsis. These guidelines, expected to be released by end of 2024, will
include clinical recommendations and tools for resource-limited settings, including the
LMICs affected the most.

2.2, Positioning Sepsis in Global Health Dialogue

In contrast to the clinical management aspects, concerted advocacy for positioning Sepsis
in the global health dialogue as the leading cause of death and disability started much later,
20 years ago.

However, the last two decades have already documented achievements in advocacy and
alliance building, high-level political engagement, and generation of foundational evidence
for Sepsis.

Most importantly, 15 UN Member States have championed National Action Plans and/or
evidence-based policies for Sepsis, as well as success stories and lessons for knowledge
sharing. See section 2.2.3.
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2.2.1. Advocacy and Alliance Building

Systemic efforts for awareness raising and international response to Sepsis stem from
national and regional level initiatives. The German Sepsis Society was the first national
association founded in 2001 and the Latin American Sepsis Institute (LASI) was the first
regional alliance launched as early as in 2004. The US Sepsis Alliance, the UK Sepsis Trust,
END SEPSIS - Rory Staunton Foundation, the German Sepsis Foundation and the Swedish
Sepsis Trust (Sepsisfonden) followed in 2007-2015 with prominent national-level initiatives.

The Global Sepsis Alliance (GSA) guided by the mission of consolidating evidence-based
international response to Sepsis and the vision of a World Free of Sepsis was established
in 2010. The GSA was launched by the US Sepsis Alliance and the German Sepsis Society
together with 4 co-founding organizations, including the World Federation of Societies of
Intensive and Critical Care Medicine, the World Federation of Paediatric Intensive and Crit-
ical Care Societies, the International Sepsis Forum, and the World Federation of Critical
Care Nurses.

The Global Sepsis Alliance initiated the World Sepsis Day (WSD) on September 13 and
since 2012 the WSD Movement has mobilized and engaged more than 45,000 supporters
in advocacy, public awareness raising, and capacity building initiatives. A scoping review
completed in 2022 documented that patient/public awareness of Sepsis has gradually
improved over time with the changing Sepsis definitions and the inception of the World
Sepsis Day.(92)

The GSA also elaborated the World Sepsis Declaration in 2012, currently endorsed by over
14,000 supporters - representatives of international health organizations, medical and public
health associations, research and academic institutions, Sepsis survivors and their families.

In 2016 the GSA launched another flagship initiative, the annual World Sepsis Congresses
(WSQ), that have already reached more than 107,000 delegates from 180 countries, including
medical professionals, policymakers, academia, private sector, and civil society actors.
WHO and other leading actors in global health have joined forces with the Global Sepsis
Alliance in co-convening some of the World Sepsis Congress events and reaching multiple
stakeholders with the state-of-the-art knowledge.

Since 2016 the Global Sepsis Alliance has spearheaded the establishment of 5 regional
alliances, including the African Sepsis Alliance (ASA), European Sepsis Alliance (ESA),
Asia-Pacific Sepsis Alliance (APSA), Eastern Mediterranean Sepsis Alliance (EMSA) and
Caribbean Sepsis and AMR Alliance (CSA). Finally, over 120 Member Organizations, repre-
senting Sepsis foundations, professional associations, patient organizations, civil society,
academia and international health agencies, have joined the GSA and its regional Sepsis
alliances since 2010.
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2.2.2. High-Level Political Engagement

“Some very important clinical issues, some of them affecting life and death, stay largely in a

backwater which is inhabited by academics and professionals and enthusiasts, dealt with very

well at the clinical and scientific level, but not visible to the public, political leaders, leaders

of healthcare systems... The public and political space is the space in which [sepsis] needs to

be in order for things to change.”- Sir Liam Donaldson, the former Chief Medical Officer for
England and WHO Envoy for Patient Safety.(3)

The first and most prominent achievement in global political advocacy for Sepsis was the
adoption of the World Health Assembly Resolution (WHA 70.7) in 2017 on “Improving the
prevention, diagnosis and clinical management of Sepsis”. The Resolution was the foun-
dational document endorsed by WHO Member States for stronger positioning of Sepsis in
global and national health agendas.

The WHA70.7 Sepsis Resolution was jointly initiated by five German speaking countries,
including Germany, under the leadership of Hermann Grohe, the Federal Health Minister,
as well as Austria, Luxemburg, Lichtenstein, and Switzerland. The Global Sepsis Alliance
and Sepsis Stiftung played an important role in the elaboration of the WHA Resolution,
through the establishment of a special task force in 2014 and engagement of leading experts
from Australia, Brazil, and Canada. In 2018, the WHO Sepsis Technical Experts Meeting,
with experts’ consensus, defined priority actions at country and international levels for
full-scale implementation of WHA70.7 Resolution. (93)

The second major achievement in global Sepsis advocacy followed in 2022, when under the
Presidency of Germany, the G7 Health Ministers’ Communiqué reaffirmed high-level polit-
ical commitment to Sepsis. (94) The Communiqué specifically called on G7 and G20 leaders,
“to intensify efforts to strengthen early detection, diagnosis and therapy of Sepsis and
ensure synergy with Antimicrobial Stewardship and IPC programmes, through national
educational campaigns, and boosting the implementation of the WHA Sepsis Resolution”.

In 2023, the Central World Sepsis Day Event in Germany convened under the Patronage
of Dr. Tedros Adhanom Ghebreyesus, Director-General of the World Health Organiza-
tion, and Dr. Karl Lauterbach, Federal Minister of Health of Germany, adopted the Berlin
Declaration on Sepsis as an “Urgent Call for the Enforcement of the World Health Assembly
Resolution (WHAZ70.7) and Reinvigorated Global Action on Sepsis”. (95) The document has
been endorsed by 75 international health organizations as a common roadmap for a robust
Sepsis response globally.

Finally, the Berlin Declaration was followed by the first high-level Sepsis side events on
the margins of the 78th Session of the UN General Assembly and the 2023 World Health
Summit, with engagement of Parliamentarians and global health leaders. (96,97) The GSA
convened the meetings in partnership with the UNITE Parliamentarians Network for
Global Health (UNITE), Virchow Foundation for Global Health, Clinton Health Access
Initiative (CHAI), Sepsis Stiftung, Medical Women’s International Association (MWIA) and
Global Antibiotic Research & Development Partnership (GARDP).
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2.2.3. Evidence Generation

The global fight against Sepsis is still challenged by the lack of reliable routine adminis-
trative health statistics and epidemiological data, especially from low- and middle-income
countries.

The landmark 2020 Lancet publication on the Global Burden of Sepsis generated
foundational evidence for global advocates and policymakers.(4) Researchers from IHME,
GSA and the University of Pittsburgh Medical Center (UPMC) for the first time estimated
age-standardized Sepsis incidence and mortality across 195 countries and territories.

Despite substantial reductions in Sepsis incidence (37%) and mortality (52.8%) from 1990 to
2017, the study reaffirmed the urgency of global action, as Sepsis affected 48.9 million chil-
dren and adults in 2017 alone. IHME published a renewed annual estimate of 13.66 million
Sepsis-related deaths in 2023, which includes 4.95 million deaths attributable to or associ-
ated with AMR. (5)

The Global Burden of Sepsis report was a major step forward in evidence-based advocacy.
However, this stand-alone research initiative with its known limitations, cannot replace
the need for sound epidemiological surveillance, regular data collection and analysis at
national and international levels.

In 2020, the World Health Organization published its first Global Report on Epidemiology
and Burden of Sepsis, where Dr. Tedros Adhanom Ghebreyesus, WHO Director-General
noted, that “policy-makers must be ready to forge partnerships to stimulate funding and
help place Sepsis more firmly on the list of critical health conditions to target in the pursuit
of universal health coverage”. (41)

Against the background of scarce evidence on Sepsis epidemiology in LMICs, we shall
note the following two research initiatives that can help bridge the critical knowledge
gap. The African Research Cooperation on Sepsis (ARCS) with a £2 million grant from
the UK National Institute for Health and Care Research, was designed to better under-
stand the burden of Sepsis and case definitions across 10 African countries. In parallel, the
Sub-Saharan Consortium for the Advancement of Innovative Research and Care for Sepsis
(STAIRS) supported by a €11 million grant from the German Federal Ministry of Educa-
tion and Research (BMBF) is generating evidence from community and health care settings
across 7 countries of Africa. STAIRS will also support capacity building and engagement of
policymakers, and facilitate better integration of Sepsis in national HSS initiatives.
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2.3 Success Stories Driven by Sepsis Patients and Their Families

Success stories in the fight against Sepsis that have already saved thousands of lives, have
been primarily inspired and led by Sepsis survivors and family members, who have lived
through the life-changing and tragic experiences.

Below, we present a select number of success stories from Australia, Belgium, Ireland,
Sweden, the UK and the US to inform policymakers, healthcare practitioners and Sepsis
advocates in other countries and regions. The best practices and examples presented in the
current section and throughout the document stem primarily from high-income countries,
as policy initiatives and implementation evidence remain scarce in LMICs.

Overall, since the historic 2017 WHA Resolution, 15 countries, or less than 10% of the UN
Member States, have developed National Action Plans (NAPs) for Sepsis and/or evidence-
based policies for Sepsis (e.g., Sepsis clinical pathways, Sepsis bundles). Some of these coun-
tries have also generated evidence and investment cases from implementation research, on
how targeted policy interventions have led to reduced incidence and mortality of Sepsis,
and significant cost-savings. (see table 2.3.a). The current data has been consolidated by
the Global Sepsis Alliance based on the European Sepsis Report and consultations with
Regional Sepsis Alliances across 6 geographic regions. (98)

Table 2.3.a.
Countries with NAPs and/or Evidence-Based
Policies for Sepsis

Australia Sudan

Belgium Sweden

Canada Switzerland
France Qatar
Ireland Thailand
Netherlands UK
Saudi Arabia USA
Spain

Table 2.3.b lists the UN Member States that have made significant progress in raising sepsis
awareness among policymakers and in implementing capacity-building initiatives at
national and/or sub-national levels.
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Table 2.3.b.
Countries with National and/or Sub-national Initiatives for Sepsis Awareness Raising
and Capacity Building

Austria

Brazil

Germany

Australia

Australia was one of the first countries to develop a National Action Plan (NAP) for Sepsis
following the 2017 WHA Resolution. The country has also developed and enforced a national
Sepsis Clinical Care Standard for all primary and acute care health services, which is a
requirement of the National Health Services Accreditation programme. This initiative led
to the broad implementation of clinical pathways and quality improvement (QI) in sepsis,
along with revised coding for Sepsis data reporting and analysis through the International
Classification of Diseases (ICD), or the routine health statistics system.

The state-wide implementation of the Sepsis Pathway ‘Think Sepsis. Act Fast. in the state
of Victoria generated ground-breaking evidence.(1) The initiative was implemented across
10 public health services providing healthcare to 62% of the state’s population. The Sepsis
Pathway was based on a nurse-led model with early warning, severity criteria, and actions
to be initiated within 60 minutes of Sepsis recognition. The Sepsis bundle included oxygen
administration, blood cultures, venous blood lactate, fluid resuscitation, intravenous antibi-
otics, and increased monitoring,.

Data from 2,942 patients revealed significant improvements in patient outcomes, with a 50%
reduction in Sepsis mortality, a 34% reduction in ICU admissions and a 2.9-day reduction in
mean ICU LOS. Furthermore, increased adherence to Sepsis pathways from 4.9% to 78% and
reduced total hospital LOS (3,781 bed days) resulted in US$ 11.7 million savings and 6-fold
return on investment (ROI).

Finally, the role of The George Institute for Global Health and Sepsis Australia has been
critical in advocacy, policy development and technical expertise in Australia. The Institute
has been providing in kind infrastructure and operational support to the Asia-Pacific Sepsis
Alliance, and its working groups for Sepsis Research and Advocacy and Guidelines and
Quality Improvement. APSA assists the development of Sepsis NAPs in countries within
its network, including New Zealand, and this effort has recently extended to assisting the
development of an NAP in Switzerland.
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Belgium

The national Sepsis response in Belgium was initially driven by Sepsis Survivors, Michael
Clarke and Carine Nelissen, who in 2020, in collaboration with the European Sepsis
Alliance, established a patient organization “Sepsibel”. (98) The Sepsis survivors consis-
tently advocated for legislative and executive government policies for implementing the
WHA?70.7 Sepsis Resolution. Despite substantial support in the Federal Parliament for the
development of the Belgian Sepsis Action Plan, the adoption of the resolution was halted.

However, 2023-2024 marked a new phase of national-wide Sepsis advocacy following the
publication of the book “Every Hour Counts” and a national TV documentary featuring
the story of Ilse Malfait, a septic shock survivor.

As a result of consistent efforts from Sepsibel, Frank Vandenbroucke, the Minister of
Health of Belgium commissioned a multidisciplinary team in December 2023 and the first
National Sepsis Report was completed in a record time of 5 months, in May 2024. (100)

Ireland

Following a significant Sepsis-related patient safety incident in Ireland, the Health Service
Executive (HSE) established a National Sepsis Steering Group (NSSG) in 2013. The NSSG
first quantified the burden of Sepsis and documented that 60% of all in-hospital deaths and
42% of all in-hospital bed occupancy were related to Sepsis or infection codes.(98)

Accordingly, the Department of Health prioritized the development of a National Clinical
Guideline on Sepsis Management, released in 2014, and training of Emergency Depart-
ments, acute medical assessment units (AMAUS), acute surgical assessment units (ASAUs),
and medical and surgical wards in early recognition and management of Sepsis. The
national sepsis programme provides clinical decision support tools, including Sepsis Forms
and Algorithms, that prompt clinicians to complete the ‘Sepsis-6’ bundle within the first
hour of recognizing the signs and symptoms of Sepsis. The “Sepsis-6' bundle includes Take
3: Blood cultures, Blood tests, and Urinary output assessment and Give 3: Antimicrobials,
Fluids and Supplementary oxygen, if required.

In 2023 Ireland published its 8th National Sepsis Report, documenting a substantial
increase in the identification and reporting of Sepsis cases and 26.7% reduction in Sepsis-re-
lated mortality, from 26.8% in 2011 to 19.4% in 2019. Despite the deteriorated epidemiolog-
ical context and increased Sepsis incidence during the COVID-19 pandemic, in-hospital
Sepsis-related mortality in 2022 was 22.2%, still 17% lower compared to the 2011 baseline.
(101)
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Sweden

In Sweden, Sepsis has been selected as one of the ten first diagnoses to be addressed, and in
2019 the Swedish government allocated funds for the development of a national patient-cen-
tred and evidence-based clinical pathway in healthcare. (102) The Sepsis clinical pathway
was elaborated by a national multidisciplinary working group that included a patient
representative along with technical experts.

The tool is currently implemented across the Swedish healthcare system and focuses on
four areas: (1) Sepsis alert systems for early detection and management optimization for
the most severely ill Sepsis patients in the Emergency Departments (ED); (2) accurate Sepsis
diagnosis coding; (3) structured information to patients at discharge after Sepsis care, and
(4) structured telephone follow-up after Sepsis care.(102)

United Kingdom

The United Kingdom developed its first Cross-System Action Plan for “Improving outcomes
for patients with Sepsis” in 2015, followed by the second Action Plan in 2017. The UK National
Institute for Health and Care Excellence (NICE) released the first Sepsis Guidelines in 2016
and the updated edition in 2024, in close collaboration with the UK Sepsis Trust. (103) Sepsis
is included in the National Early Warning Score (NEWS2) system to detect and respond to
acute deterioration of adult patients.

From 2016 until 2019 the NHS in England provided incentivization for hospitals to improve
the reliability of their recognition and management of sepsis. This resulted in the rate of
delivery of first-hour antimicrobials across English hospitals rising from 32% in 2016 to 80%
in 2019 (unpublished data, NHS England).

According to the UK National Health Service (NHS) the “Sepsis Six” bundle developed by
the UK Sepsis Trust defines six tasks to be instituted within 1 hour of Sepsis detection by
non-specialist practitioners at the front line. The 6 elements of the bundle include oxygen,
cultures, antibiotics, fluids, lactate measurement and urine output monitoring. The “Sepsis
Six” bundle has been adopted by hospitals in England and Wales, and the compliance with
the tool has demonstrated a 46.6% reduction in the relative risk of patients’ deaths from
Sepsis. (104)

The nation’s attention to Sepsis was once again heightened after the tragic death of
Martha Mills, when Martha’s family’s concerns about her deteriorating condition were
not responded to, and a coroner ruled that Martha would probably have survived had she
been moved to intensive care earlier. The Secretary of State for Health and Social Care and
NHS England mandated the first phase introduction of ‘Martha’s Rule’ from April 2024
which will ensure that the vitally important concerns of the patient and those who know
the patient best are listened to and acted upon. (105)
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United States

The first sepsis patient advocacy organization in the United States, Sepsis Alliance, was started
by Dr. Carl Flatley who tragically lost his daughter Erin to sepsis in 2002. Sepsis Alliance hosts
the Sepsis.org website which educates and supports more than 2 million users each year and
has helped drive sepsis awareness in the U.S. from 19% (2003) to 69% (2024). In 2019, Sepsis Alli-
ance started the world’s first sepsis professional education and training site, Sepsis Alliance Insti-
tute, which has trained more than 54,000 healthcare professionals to date. More recently, Sepsis
Alliance formed Sepsis Alliance Connect, which supports the needs of sepsis survivors and
family members. This work has positioned Sepsis Alliance to lead national public awareness
raising and capacity building. Sepsis Alliance successfully fought for the reauthorization of
the CMS SEP-1 sepsis care measure and its adoption into the payers Value-Based Purchasing
Program (VBP), and successfully supported the passage of Lochlirs Law in the state of Mary-
land which requires sepsis protocols and training in all hospitals and urgent care settings. Most
recently, Sepsis Alliance worked with partners to secure the creation of an ICD-10 diagnosis code
for post-hospital sepsis care. Sepsis Alliance also hosts the Sepsis Innovation Collaborative, an
FDA-facing Collaborative Community, that drives the acceleration of sepsis innovation to meet
unmet needs in sepsis prevention, diagnosis, treatment, and support for sepsis survivors. (106)

Systemic changes in hospital management of Sepsis began in 2014 with the New York State (NYS)
Sepsis Care Improvement Initiative. This initiative, which supports hospitals and partner organi-
zation in improving early detection and timely treatment of Sepsis and septic shock, is estimated
to have saved 16,000 lives between 2015 and 2019. (107) These changes were driven by consistent
advocacy led by END SEPSIS - Rory Staunton Foundation, established by Ciaran and Orlaith
Staunton after the tragic loss of their son. The Rory Staunton Foundation through dedicated lead-
ership of Senator Charles Schumer (D-NY), catalysed systemic changes not only in the NY State,
but the strategic funding deployment for Sepsis from the 2024 Congressional Budget. (108) The
largest ever allocation of 3 million USD for Sepsis will support the US CDC in integrating essen-
tial sepsis data into the National Healthcare Safety Network (NHSN) and evaluating Sepsis care
standards, known as the Sepsis Core Elements, across healthcare facilities. The latest remarkable
achievement of the END SEPSIS advocacy is the Sepsis Bill planned to be introduced in the US
Senate in September 2024. The new legislation can substantially strengthen capacities of the US
CDC and healthcare providers in quality of Sepsis care in general, and for paediatric patients in
particular. Considering the prominent role of the United States in global health diplomacy and
cooperation, the Sepsis Bill, may catalyse historic changes for children, women and other vulner-
able groups both in Global South and Global North.

Furthermore, the US CDC documented that 73% of hospitals had dedicated Sepsis teams, though
only half (55%) of the team leaders were provided with a dedicated time to manage Sepsis
programmes. (9) As the follow-up, in 2023, CDC launched the Hospital Sepsis Program Core
Elements and will measure implementation of the standards through annual hospital surveys
funded by Congress. (109) Earlier initiatives included a national educational programme for
patients and health care providers “Get Ahead of Sepsis (GAOS)”. Finally, it is noteworthy, that
before the COVID-19 pandemic, the US documented a 17% decline in in-hospital Sepsis mortality
from 14.4 per 100 Sepsis stays in 2016 to 11.9 in 2019. (26)
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SECTION 3
MAJOR GAPS IN GLOBAL SEPSIS
RESPONSE

Despite the documented progress, and the fact that proven and affordable interventions are
feasible to scale-up in all settings, implementation gaps remain that cost lives every day.
Sepsis and its sequelae are still largely invisible in the global health landscape and receive
disproportionately low political and financial investments compared to their human and
economic costs. The gaps in the global Sepsis response will be also analysed primarily
based on the evidence and data from high-income countries, as the policy initiatives and
operational research are rather limited in LMICs.

Concerted efforts of multiple stakeholders are essential to change the status quo and over-
come the following challenges at policy, institutional and community levels, especially in
resource-limited settings.

Policy and investment gaps

Awareness gaps on Sepsis as a medical emergency
Health system capacity gaps

Limited investments in Sepsis science

Monitoring and evaluation (M&E) gaps

3.1. Policy and Investment Gaps

For a global health threat affecting up to 50 million people and claiming 13.7 million lives
every year, including 4.95 million AMR-related deaths, Sepsis receives disproportionately
low political attention and financial investments at national, regional and global levels. (4,5)

Even after the 2017 World Health Assembly Resolution, Sepsis remains invisible in
national and global heath agendas. While being responsible for 1 in every 5 deaths
and 2.65% of health sector expenditures, Sepsis has not been prioritized in high-
level discussions of G7/G20, World Health Assemblies, UN General Assemblies, or
World Economic Forums. We do not see “Sepsis Ambassadors” or “Special Envoys”
of national governments, parliaments, ministries or global health authorities as in
the case of AMR, Climate Change, or other health priorities.

While policy-makers rightly prioritize AMR, they continue to pay disproportion-
ately low attention to Sepsis, and rarely acknowledge that the estimated 4.95 million
AMR-related deaths globally are part of the 13.7 million Sepsis related deaths. The
fact that over 170 UN Member States have National Action Plans for AMR, while
only 15 countries have developed Sepsis NAPs or national policies, reaffirms the
urgency for synergizing Sepsis and AMR advocacy and policies.
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While LMICs bear 85% of the Sepsis burden, policy interventions are primarily
concentrated in high income countries. Even in Sub-Saharan Africa, with the highest
death toll of maternal and neonatal Sepsis, none of the countries have developed a
Sepsis NAP as of 2024.

Decision-makers continue to underestimate that, similar to COVID-19, every future
pandemic will increase the risk of Sepsis and its sequalae. As an example, while it
is encouraging to see targeted policy and programme interventions for long-term
sequelae of COVID-19 in Germany, post-sepsis care and rehabilitation for long-term
sequelae of Sepsis has not been equally prioritized.

National health authorities and centres for disease control (CDCs) continue to
address Sepsis primarily from the prism of healthcare associated infections, when
more than 80% of Sepsis cases have community-onset.

Few countries have earmarked resources for Sepsis policies and interventions.
The US Federal funding for CDC, Australia’s investments in Sepsis national clin-
ical quality standard, and the UK’s funding for the Red Flag Sepsis alert systems
and Sepsis 6 treatment pathways, are exceptions, rather than standard practices
observed around the world.

UN Member States need sound political and technical guidance in designing
and monitoring implementation of evidence-based NAPs and policies. In addi-
tion, LMICs, which are the most affected, need international aid to catalyse policy
changes and implementation. However, even the global health and international
development agencies, including WHO, other UN entities and CDCs, have limited
institutional and financial capacities to ensure appropriate action and guidance to
countries.

The World Health Organization, the leading global health authority, coordinates
the Sepsis-related work through the Integrated Health Services (IHS) Department
and a multi-sectoral Sepsis Coordination Group. Global, regional and country
offices of WHO have no human or financial resources earmarked to address the
critical burden of Sepsis and guide national health authorities in the development
and enactment of evidence-based NAPs and policies. Though, despite the resource
limitations, the World Health Organization is leading the development of critically
needed guidelines and tools for the clinical management of Sepsis. The resources,
expected to be published in 2025, will bridge an important knowledge gap, espe-
cially for LMICs.

The Global Sepsis Alliance and its member organizations commend the Pan-Amer-
ican Health Organization (PAHO) for the development of the first Regional Strategy
and Action Plan for Sepsis, expected to be approved by the Directing Council in
September 2024. WHO South East Asia Regional Office (SEARO) is collaborating
with the Asia-Pacific Sepsis Alliance to improve sepsis surveillance in the region,
and the African Sepsis Alliance is building initial collaborative steps with Africa
CDC and WHO Regional Office.
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The EU rightly prioritizing AMR due to its association with 35,000 annual deaths,
continues to underestimate the Sepsis burden. Sepsis is estimated to affect more
than 3 million people and cause 680,000 deaths in the European region, including
the 35,000 AMR-associated deaths. (110,111) ECDC, in contrast to US CDC initia-
tives, still needs to develop guidance and tools for Sepsis surveillance or capacity
building.

WHO has also identified Sepsis as one of the common sources of patient harm and
Sepsis is integrated into the Global Patient Safety Action Plan for 2021-2030.(112,113)
However, in practice, Sepsis remains invisible in national or international Patient
Safety initiatives.

Finally, the Official Development Assistance (ODA) from bi- or multi-lateral donors
has not prioritized Sepsis, even after the adoption of the WHA70.7 Resolution.

Similarly, International Financial Institutions (IFI) have yet to explore grant and loan
portfolios to incentivize national and regional responses to this medical emergency.

3.2. Awareness Gaps on Sepsis as a Medical Emergency

In contrast to myocardial infarction, stroke, or other life-threatening conditions, public
awareness on Sepsis as a medical emergency remains low. As more than 80% of Sepsis
cases start outside the hospital sector, seeking care on time can be life-saving and the UN
member states should prioritize societal and clinical pathways for early recognition, referral
and treatment.

Significant knowledge gaps remain on Sepsis and its signs among policymakers,
healthcare professionals, and the general public. A 2022 scoping review identified
that the proportion of patients/public who had heard of the term “Sepsis” varied
widely from 2% in Japan to 88.6% in Germany, while the proportions of patients/
public who “correctly” identified the definition of Sepsis varied from 4.2% in Singa-
pore to 92% in Sweden. (92)

Families continue to underestimate the double-edge role of the immune system and
that vaccines are imperative to prevent common causes of Sepsis in children and
adults (e.g., meningitis, pneumonia, cholera, typhoid). Globally 3 doses of diphthe-
ria-tetanus-pertussis, or DTP-containing vaccine reach 84% of children, and human
papillomavirus (HPV) and rotavirus vaccine coverage is only 17% and 51%, respec-
tively. (114) (115) Evidence-based information and communication campaigns should
be further strengthened for scaling up immunization coverage, including measures
to respond to anti-vaccination sentiments.



-033

e Further advocacy is needed for scaling up vaccine coverage even in HICs, as atti-
tudes towards vaccination and low immunization rates have significantly affected
clinical outcomes of COVID-19 patients in the US. (116)

e Media engagement in awareness raising on Sepsis and its devastating impact on
the lives of millions and their families is still low. GSA acknowledges the critical
role that media representatives have played in demanding and driving changes
in specific countries. However, media engagements were primarily triggered by
personal tragedies of patients and their families, too late to save the lives of the
affected children and adults, or to prevent the life-changing disabilities among the
Sepsis survivors.

3.3. Health System Capacity Gaps

Health system capacities to adequately respond to Sepsis are insufficient both in LMICs and
countries with stronger economies. Over 90% of countries still have no NAPs or evidence-
based clinical pathways to ensure patient-focused management of Sepsis across different
levels of healthcare.

* Sepsis prevention calls for improved enforcement of infection prevention and
control (IPC) measures, including prevention of healthcare-associated infection
(HAIs) and AMR, immunization and WASH. A report from WHO and other orga-
nizations have clearly identified the increasing endemic burden of HAIs and AMR
infections, which often lead to sepsis for many patients across health care systems
in all countries, regardless of the income status. According to the WHO estimates, 1
in 6 cases of sepsis treated in hospitals are healthcare-associated and the mortality
estimates for health care-associated sepsis in hospitalized adult patients range from
20% to 30%. Any sepsis prevention strategy should include the reliable implementa-
tion of effective IPC measures with potential cost and life-saving benefits that these
could bring. (117) Immunization coverage remains low even in high-risk groups
of children and adults. For example, Spain documents 54.4% uptake of influenza
vaccines among > 65 years groups and 26.53% among healthcare workers. Further-
more, 1 in 4 health care facilities in LMICs lack basic water services, and 70% of
health care workers and 50% of surgical teams do not routinely practice hand
hygiene. (77)

e The first medical contact with Sepsis usually starts outside the hospital and is crit-
ical for timely identification and timely initiation of life-saving treatment. Sepsis
suspicion by Emergency Medical Services (EMS) is associated with improved
patient outcomes. (118) However, out of 20,172 Sepsis patients transported by EMS
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in the US, only 18% of Sepsis cases were recognized before hospitalization. (119)
In Germany, paramedics have never and emergency physicians rarely (0.1%) docu-
mented a Sepsis suspicion in EMS records. (118)

Primary Health Care (PHC) capacities need to be enhanced for early recogni-
tion and referral to time-critical treatment. Delays in seeking medical care (20%),
under-evaluation of severity by the physician (20%), and delayed antibiotic therapy
(24%) were the primary causes behind sub-optimal care for severe bacterial infec-
tions in children. (120)

Emergency, critical and operative care (ECO) for Sepsis continues to be a chal-
lenge. Countries, especially in resource-limited settings, have limited institutional
capacities of EDs and ICUs to deliver quality ECO services for Sepsis. EMS studies
have shown that incidence of Sepsis (1.6%) was similar to myocardial infarction
(2.6%) and stroke (2.7%). However, the 30-day case fatality rate for Sepsis was three-
fold higher (31.7% vs. 13.4% and 11.8%) and only 8.2% of septic patients had complete
vital sign documentation (118) Sepsis protocols or sepsis bundles were found to be
applied only in 70.7% of ICUs, 57.6% of emergency departments and 45.5% of general
wards. (121). Experts engaged in the current strategy development have raised
concerns on the limited availability of 24/7 laboratory capacities and resources in
LMICs, and applicability of the Sepsis 3 definition in resource-limited settings due
to barriers in quantifying organ dysfunction and calculating SOFA score.

Sepsis management requires a multidisciplinary approach, and availability of 24/7
Rapid Response Teams (RRT) in hospitals have shown to improve clinical outcomes
for Sepsis patients. (122) While global data on RRTs are not available, 1,087 hospitals
in 73 countries reported having measures for early recognition of Sepsis in 61.9% of
ICUs, 54.5% of emergency departments, and 47.8% of general wards. (121)

Theoretical knowledge and practical skills in prevention, diagnosis and treatment of
Sepsis varies among health care providers (HCPs). A multi-country review docu-
mented, that 71% of Emergency Medical Technicians (EMTs) and 98% of nurses
have heard of the term “Sepsis”, while only 17% in EMTs and 91% of nurses could
correctly identify the Sepsis definition (92)

Robust response to Sepsis, especially in LMICs is substantially challenged by the
shortage of health workforce. The shortage of critical care physicians and critical
care nurses in general, and the shortage of paediatricians and neonatologists to
respond to Sepsis in perinatal care settings are important barriers to ensuring the
continuum of quality care.

Health care institutions, especially in LMICs, have limited access to equipment and
supplies for effective management of Sepsis and related organ dysfunction. This
includes access to microbiology labs or rapid diagnostics, ventilators with adequate
oxygen supply, renal replacement therapies, and antibiotics. Only 10.1% of 1,087
hospitals across 73 countries in Europe and worldwide were found to have access
to 24/7 blood culture incubation, pathogen identification, and communication of
results. (121)
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Sepsis survivors facing long-term consequences, including cognitive, psycholog-
ical, and physical disabilities, need appropriate and affordable rehabilitation and
care services. However, access to quality post-sepsis care and rehabilitation remains
limited both in LMICs and high-income countries.

Finally, we must consider the anachronistic cultures in healthcare systems that
complicate the adoption and application of standard, evidence-based healthcare QI
initiatives, such as clinical pathways, bundles, checklists and data reporting and
analysis. A 2022 study among 74 German hospitals demonstrated, that voluntary
initiatives and collaborations to improve the quality of Sepsis care are effective only
when hospital-leadership prioritizes Sepsis-related QI efforts, allocates adequate
resources and involves all relevant stakeholders. (123) Across 73 countries in Europe
and worldwide, antibiotic stewardship programmes were in place in 2/3 of the
hospitals, though only 31.3% had QI or Sepsis training programmes. (121)

3.4. Limited Investments in Sepsis Science

With already sub-optimal resource investments in global health research, earmarked
investments for Sepsis-related science remain even more limited.

OECD countries rarely invest in the generation of new knowledge around Sepsis
through public programmes or clinical trials, though promising exceptions exist.
The US Biomedical Advanced Research and Development Authority (BARDA)
through its Division of Research, Innovations and Ventures (DRIVe) started the
“Solving Sepsis Strategy” initiative in 2018. (124) In 2024 BARDA announced the
expansion of its host-directed therapeutics research for immunomodulatory inno-
vations that can lead to improved clinical outcomes of Sepsis. (125) Horizon Europa
has allocated 6.9 million Euro for the “BEATSep” consortium to understand the
long-lasting consequences of Sepsis. (126)

While LMICs bear the highest global burden of Sepsis, knowledge generation from
fundamental and operational research is still primarily driven by high-income
countries.

Research initiatives and funding should be fostered to catalyse the development
of new and more effective diagnostics and therapeutics to address Sepsis and its
long-term sequelae. The priority R&D agenda for Sepsis includes novel vaccines,
point-of-care diagnostics, antimicrobials, immunotherapies, alternative medicine
and combined approaches such as those offered by theragnostics.

The private sector, including the manufacturing industry, remains an important
source of funding for Sepsis innovations. However, the current investments are
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insufficient and bear limitations, in view of specific business development goals or
market failure risks for new therapies.

Finally, artificial intelligence can substantially improve the early detection of Sepsis
for time-critical initiation of treatment. Al-based diagnostic technologies solutions
are especially promising to address healthcare challenges in developing countries
(such as India) with significant shortage of the health workforce. (127) However, the
existing Al-enabled solutions for Sepsis still demonstrate sub-optimal sensitivity
and specificity, and high false positive results limit the wide-scale application of
these tools.

3.5. Monitoring and Evaluation Gaps

Timely and accurate data on the epidemiology of Sepsis is essential to inform
evidence-based public policies, clinical practice, and research priorities. Yet, both
the quantity and quality of Sepsis-related data remain scarce, especially in low- and
middle-income countries with the highest burden of Sepsis.

The 2020 Global Burden of Sepsis and WHO Global Report were two major achieve-
ment in evidence-based advocacy and accountability. (4,41) However, the global
Sepsis community cannot continue relying on periodic epidemiological studies,
systemic reviews or modelling to inform policy and decision-makers. With the
exception of Ireland, Spain (Catalonia) and a few other countries, routine adminis-
trative health statistics do not cover regular reporting, real-time monitoring or anal-
ysis of Sepsis data.

A reinvigorated Sepsis response calls for sustainable integration and regular data
collection, reporting and analysis of epidemiological, clinical and economic data
through ICD systems, Sepsis registries, Global Burden of Disease (GBD) and/or
implementation research. As an example, due to the under-coding of sepsis in in-pa-
tient administrative health data (IAHD), previous epidemiological studies have
underestimated the burden of sepsis in Germany. With a large variability between
hospitals in the accuracy of diagnosing and coding for Sepsis, IAHD alone was not
considered sufficient to assess the quality of sepsis care. (128)

The new global agenda for Sepsis also calls for regular implementation monitoring
and accountability for the WHA70.7 Sepsis Resolution, to track progress with the
enactment of recommended NAPs, evidence-based policies and protocols, clinical
practices, and capacity building initiatives.
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SECTION 4
2030 GLOBAL AGENDA FOR SEPSIS

The 2030 Global Agenda for Sepsis is the first multi-year strategic vision, how to alleviate the
significant human, societal, healthcare and economic burden of Sepsis through concerted
actions of UN Member States and multiple stakeholders at national, regional and global
levels.

The GSA led the development of this document with the engagement of 5 Regional Sepsis
Alliances, and over 70 member and partner organizations from Africa, Asia-Pacific, Carib-
bean, Eastern Mediterranean, Europe, Latin America and North America. The strategic
planning process included focus group discussions and consultations with Sepsis survi-
vors and family representatives, policymakers, healthcare practitioners and partners from
public, private, academia and civil society.

The goals, strategic objectives and key performance indicators (KPIs) presented in the
document are based on the World Sepsis Declaration, endorsed by over 14,000 stakeholders
globally; the 2030 Sustainable Development Goals and health-related targets; global strat-
egies and goals for Immunization Agenda 2030, IPC, WASH, and experts’ consultations as
part of the GSA-led strategic planning process. Building on the suggested results frame-
work (Section 5), the GSA calls the global and regional health authorities to initiate an
inter-agency and multilateral consensus-building process to agree on the core M&E meth-
odology and standardized indicators for epidemiological surveillance and clinical manage-
ment aspects of Sepsis.

The ultimate goal of the 2030 Global Agenda for Sepsis is to reduce the global incidence of
Sepsis by at least 25% from the 2017 baselines, to improve the survival rates of paediatric
and adult patients by 20%, and to reduce the median costs per Sepsis patient by at least 20%.
Specifically, the impact-level indicators of the multi-year strategy are to:

a. Reduce the incidence of Sepsis from 677 episodes per 100,000 population in 2017 to
fewer than 500 episodes per 100,000 by 2030.

b. Improve the survival rates from Sepsis among children under 5 and adults by 20%
from the 2017 baseline, and

¢. Reduce the median cost per Sepsis patient per country from the estimated baseline
of € 36,191 by at least 20% by 2030.

Building on the progress and achievements in the global fight against Sepsis, the WHA70.7
Resolution, as well as the analysis of the remaining gaps at policy, institutional and commu-
nity level, the 2030 Global Agenda for Sepsis is built around five strategic pillars:

Strategic Pillar 1. Political Leadership and Multilateral Cooperation
Strategic Pillar 2. Health System Readiness for Sepsis and Its Sequelae
Strategic Pillar 3. Whole-of-Society Response

Strategic Pillar 4. Sepsis Research and Innovations

Strategic Pillar 5. Sepsis in Pandemics and Other Emergencies
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Table 4.

Strategic Pillars and Priority Directions
2030 Global Agenda for Sepsis

1.
Political Leadership
and Multilateral
Cooperation

1.1.
Prioritizing Sepsis
in Global Health
Architecture

1.2.
National Sepsis Alliances
and Action Plans

1.3.
Synergizing Sepsis with
SDG 3 Agenda

UHC

MNCH

IPC

AMR

PPPR

Patient Safety
Healthy Aging

14.
Multi-lateral Cooperation
and Funding

1.5.
Global Monitoring and
Accountability

28
Health System
Readiness for Sepsis
and Its Sequelae

2.1
Patient-focused Sepsis
Clinical Pathways

e PHC
e ECO

2.2.
Sepsis Response in
MNCH Services

2.3.
Equipment and Supplies
for Sepsis Bundles

2.4.
Medical Education and
Training

Physicians
Nurses
Midwives
Dentists
Lab
Students

2.5.
QI of Sepsis Care
Cascade

MDT based
problem-solving
Regionalization
Accreditation

2.6.
Cross-cutting IPC

HAISs prevention
WASH
Immunization
Antimicrobial
Stewardship

3.
Whole-of-Society
Response

3.1
Community-level IPC

e Vaccines
e WASH

3.2.
“Sepsis” Literacy as
Medical Emergency

3.3.
Media and Public
Leaders for Sepsis

34.
Patients Care
and Support Cascades

4.
Sepsis Research and
Innovations

41.
Investing in Sepsis
Research and Academic
Cooperation

4.2.
Innovations for Preven-
tion, Diagnostics and
Treatment

Vaccines
Diagnostics
Therapies

Al Tools

Care and
Rehabilitation

5.
Sepsis in Pandemics and
Other Emergencies

5.1.
Sepsis in Pandemics

5.2.
Sepsis in Armed
Conflicts

5.3.
Sepsis in Humanitarian
Crisis and Displacement

54.
Climate Change and
Sepsis
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STRATEGIC PILLAR 1.
POLITICAL LEADERSHIP AND
MULTI-LATERAL COOPERATION

Overarching Goal(s) of the Strategic Pillar

The ultimate goal of the 1*strategic pillar is to ensure that Sepsis is positioned in the main-
stream of the global and national health priorities with relevant funding streams and
stronger synergies with health-related SDGs and aspirations for UHC, MNCH, IPC, AMR,
PPPR and Patient Safety.

At the same time, the strategic pillar aims at strengthening the global, regional and national
responses to Sepsis through multilateralism, including multilateral cooperation, allocation
of domestic, public-private and international aid funding, as well as policy and account-
ability mechanisms.

Building on the WHA70.7 Resolution, the current pillar aims at including prevention, diag-
nosis and treatment of sepsis in national health systems strengthening initiatives and rein-
forcing synergies with IPC programmes, clean childbirth practices, infection prevention
practices in surgery, improvements in sanitation, nutrition and delivery of clean water and
access to vaccination programmes.

Specific Objectives of the strategic pillar include the following:

1.1 Establishment and operationalization of a High-Level Political Platform for Sepsis
before the end of 2025 to lead cohesive integration of the Sepsis agenda into the main-
stream of global health and development dialogue and architecture.

1.2 By 2030, at least 80% of HICs and at least 50% of LMICs have developed and started
implementation of National Action Plans (NAPs) on Sepsis, with earmarked domestic
budgetary resources, as stand-alone NAPs or part of broader health sector policies and
programmes.

1.3 By 2030, at least 80% of HICs and at least 50% of LMICs have incorporated Sepsis into
national packages of priority UHC services. (129)

1.4 By 2026, governments, international financial institutions (IFIs), public-private partner-
ships (PPPs) in global health and philanthropic foundations initiate grant, loan and/or
innovative funding mechanisms for improving Sepsis response capacities in LMICs.

1.5 By end of 2025, international health partners initiate regular data collection on the
implementation of the WHA70.7 Resolution, and publication of annual Global Sepsis
Reports on the status of the Sepsis-related action at national, regional, and global levels.
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Priority Directions and Interventions

Attainment of the declared goals and objectives of the 1+ Strategic Pillar calls for the imple-
mentation of the following 5 priority directions and interventions.

Priority Direction 1.1. Prioritizing Sepsis in Global Health Architecture

e Sepsis should be positioned in the mainstream of global health dialogue and archi-
tecture. With the current evidence and knowledge, we have a historic opportunity
to make Sepsis the next success story in global health if political leaders and deci-
sion-makers adequately prioritize and fund relevant policies and actions.

* Sepsis should be consistently integrated in the programmes and agendas of major
global health forums, including G7 and G20, UN General Assemblies (UNGA),
World Health Assemblies (WHA), World Economic Forums, World Health Summits,
IPU and UNITE Summits for Parliamentarians, High-Level Meetings and Ministe-
rial Summits on Patient Safety, UHC, AMR, PPPR and other priority themes.

e The global health community should support the establishment of a High-level
Political Platform for Sepsis that will lead concerted advocacy efforts for posi-
tioning Sepsis in the mainstream of the global health and development architec-
ture. The platform, represented by senior-level politicians, including heads of
state, parliamentarians, ministries (health, finance, defence, etc.) and designated
“Sepsis Envoys” and/or “Sepsis Ambassadors” should ensure consistent advocacy
and awareness-raising among policymakers that Sepsis, as a hidden global threat,
requires immediate action if 2030 SDGs are to be attained.

e The High-level Political Platform for Sepsis along with WHO, other UN agencies, Global
Health PPPs, regional and national CDCs, and other stakeholders, should consistently
promote and hold national governments accountable for the enforcement of the World
Health Assembly WHA70.7 Resolution on Sepsis. As noted, less than 10% of the UN
Member State have developed National Action Plans for Sepsis since the endorsement of
the WHA Resolution in 2017, and the status quo should be urgently changed.

e Apart from the WHA7Z0.7 Resolution on Sepsis, the global community engaged in
the Sepsis response, should prioritize the enforcement of Sepsis-related policies and
recommendations in WHA resolutions, such as the Global IPC Strategy (WHA76.11),
Global Action Plan on AMR (WHAG68.7), Global Action Plan on Patient Safety (WHA72.6),
emergency, critical and operative care and health emergencies (WHA72.16, WHA76.2),
water, sanitation and hygiene in health care facilities (WHA?72.7), increasing access to
medical oxygen (WHA76.3) and clinical trials to provide high-quality evidence on health
interventions (WHAZ75.8).

* Finally, the global Sepsis community should start advocacy with UN Member States
for the development and sponsoring of the 2" World Health Assembly Resolution on
Sepsis that will include more specific and measurable targets for M&E and account-
ability at all levels.
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Priority Direction 1.2. National Sepsis Alliances and Action Plans

¢ National governments should be held accountable for the development and implemen-
tation of National Action Plans for Sepsis with relevant domestic budgetary resources.
Sepsis NAPs can be stand-alone documents or part of broader national health policies and
programmes based on the local context and decision of respective governments, but should
be resourced and their implementation measured.

e The UN Member States, with no organized advocacy and care improvement groups for
Sepsis, should consider the establishment of National Sepsis Alliances (NSAs) or equivalent
coordination mechanisms. GSA recommends the NSAs to be established under the leader-
ship of national health authorities and led by designated National Sepsis Coordinators. NSAs
should ensure national ownership of Sepsis-related policies and action with participation of
multiple in-country stakeholders from public and private sectors, patient and family support
groups, academia, civil society, UN and international development partners.

e The new 2030 Global Agenda for Sepsis calls for stronger engagement of Parliamentarians
as direct representatives of local constituencies with the mandate to approve and supervise
implementation of national laws and budgets. Parliamentarians can play a critically important
role in holding governments accountable for international commitments and closing unmet
needs of individual patients and communities in prevention and management of Sepsis.

¢ The Sepsis community should prioritize national, regional and global Sepsis Investment
Cases as opportunities of saving millions of lives with high ROIs. Joint advocacy with national
health and finance authorities should ensure earmarked domestic budgetary resources for
Sepsis NAPs as stand-alone initiatives or part of UHC, MNCH, IPC, AMR, PPPR and broader
sectoral programmes. Adequate resources should be allocated for comprehensive Sepsis
prevention and clinical management policies and programmes as part of NAPs. Domestic
resources should be allocated for adequate Sepsis response in high-risk populations (e.g,
pregnant and postpartum women, newborns, elderly and immunocompromised individ-
uals) as well as public awareness campaigns, Ql initiatives, clinical training and research.

¢ Multiple stakeholders engaged in the Sepsis fight should advocate with global health author-
ities, national governments, PPPs, IFIs and other funding institutions for Sepsis Cost Benefit
Investment Cases as the opportunity for “Saving Lives and Saving Costs”.

Examples: Australian scholars and policymakers documented not only a 50% reduction in
Sepsis mortality as a result of the state-wide implementation of Sepsis Pathways, but a signif-
icant return on investment (ROI). The investment of $1.8 million AUD resulted in a return of
$11.7 Million AUD, or a 6-fold ROI over a 5-month period. (9) Similarly, the British Columbia
Sepsis Network documented that every dollar spent on the Sepsis programme resulted in a
$112 return of investment over the 2014-2018 period. Specifically, up to $450,000 were spent for
the development and implementation of the BC Sepsis Network and net savings due to the
number of cases and deaths averted were $50.6 million as of 2018. (130)
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Priority Direction 1.3. Synergizing Sepsis with SDG 3 Agenda

¢ Global and national health authorities should ensure synergies of action between
Sepsis-specific policies and interventions with the broader SDG agenda and national
health sector priorities, including UHC, MNCH, IPC, AMR, PPPR, Patient Safety
and healthy aging.

e Universal access to Sepsis prevention, diagnostics, treatment and rehabilitation
can only be attained through integration of Sepsis-related interventions into
Universal Health Coverage initiatives and packages at global and national levels.
In this respect, the Global Sepsis Alliance encourages national health authorities
and partners to explore the UHC Service Planning, Delivery and Implementation
(SPDI) Platform offered by WHO to integrate Sepsis-related interventions in respec-
tive UHC packages. (129)

* Policymakers should also explore and build consensus on using Sepsis epidemio-
logical and clinical data as potential proxy or tracer indicators for health system
strengthening initiatives and UHC index measurement. In parallel, availability and
quality of the clinical and epidemiological data on Sepsis should be substantially
improved, especially in low-income settings.

e Inview of the high morbidity and mortality burden of Sepsis in maternal, neonatal
and child health indicators, special attention should be given to synergizing Sepsis
interventions in perinatal care policies, and related regionalization and QI initia-
tives.

e National, regional and global IPC policies and strategies should consistently inte-
grate Sepsis related messages and interventions across HAIs prevention, immuniza-
tion, WASH, Antimicrobial Stewardship and other IPC initiatives.

* Stronger synergies are especially critical between Sepsis and AMR at policy, advo-
cacy, awareness-raising and institutional levels, as called by the 2022 G7 Health
Ministers” Communique. AMR and Sepsis actions should also be synergized in
clinical practice. Building on the WHA70.7 resolution, the current strategy reaffirms
that the inappropriate and excessive use of antimicrobials contributes to the threat
of antimicrobial resistance, and that Sepsis represents the most vital indication for
the responsible use of effective antimicrobials for human health.

e As noted, every future pandemic will increase the risk of infectious diseases and
Sepsis. Accordingly, national, regional, and global policies for the Pandemic Preven-
tion, Preparedness and Response should consistently integrate Sepsis, and Sepsis
NAPs should have clear reference to the Pandemic Accord and related country-level
PPPR instruments.

¢ Inline with the Global Patient Safety Action Plan for 2021-2030, Sepsis should be consis-
tently integrated into national Patient Safety frameworks, policies and action plans, as
well as relevant QI initiatives in healthcare, including accreditation processes.
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Priority Direction 1.4. Multi-lateral Cooperation and Funding

¢ Official Development Assistance, including bi- and multi-lateral development funding
from donor governments and IFIs (The World Bank, IMF, Regional Development Banks,
etc.) should increasingly integrate funding for Sepsis interventions at policy, institutional,
and community-levels, in respective grant and development loan portfolios. Develop-
ment of Sepsis NAPs or protocols could be considered as performance-linked indicators
for conditional fundings of IFI budget support programmes.

¢ Low-income countries that are especially affected by Sepsis may face financial debt
burden, and have even more limited fiscal space to invest in public health measures that
can reduce Sepsis-related morbidity and mortality. Therefore, in parallel to advocating
for the national action planning for Sepsis and domestic budgetary investments, the
global Sepsis community can explore advocacy measures to reduce the debt burden of
resource-limited countries, and thereby facilitate political and financial investments in
Sepsis NAPs.

* Global Health PPPs (e.g, GAVI, Global Fund, GFF, UNITAID) and philanthropic
foundations should offer to eligible countries and partners financial resources for the
national and international response to Sepsis through respective grant applications for
disease-specific interventions, health systems strengthening and/or innovative funding
portfolios.

¢ The global community should also explore the establishment of new innovative
funding streams for accelerating progress towards the Sepsis response, including for
novel vaccines, diagnostics, antimicrobial, other therapies, and Al solutions.

¢ In parallel, the global Sepsis community should advocate for substantially increased
funding for Sepsis policies, awareness-raising and training of the healthcare workforce
through philanthropic foundations, private sector’s corporate social responsibility (CSR)
mechanisms, research and development, as well as crowd-funding mechanisms.

Example(s): Building on the WHA resolutions for emergency, critical and operative care
(ECO) and increased access to medical oxygen, the ECO infrastructure, life-saving
equipment and oxygen for the Sepsis response at primary health care and hospital levels
in LMICs, could be supported by the World Bank or regional development bank perfor-
mance-based, conditional funding as well as innovative financing mechanisms, such as
UNITAID.

¢ Finally, increased international advocacy should ensure that AMR is included in PPPR
instruments, both to improve attention to Sepsis, and to ensure that new and existing
resources dedicated to the pandemic preparedness and response (such as the World
Bank Pandemic Fund) also is allocated to AMR. Engagement with relevant international
instruments, including a newly established Independent Panel for Evidence for action
against AMR could be also explored, to have a specific focus on Sepsis, and ensure
increased focus on Sepsis in the next UN High Level Meeting on AMR in 2029.
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riority Direction 1.5. Global Monitoring and Accountability

e The strategic direction aims at improving the quantity and quality of data on
Sepsis for generating robust evidence for decision making. This includes systematic
data collection and analysis through epidemiological surveillance, modification of
ICD-10 coding, dedicated Sepsis registries, operational research initiatives and/or
global monitoring reports.

Example(s): In 2017, based on the Septic shock registry, Korea revealed areas for
improving the quality of initial resuscitation and outcomes of septic shock patients
in EDs. (131) Later, in 2020, the country designed a web-based sepsis registry system
“Korean Registry for Improving Sepsis Survival”, and the multi-centre hospi-
tal-based sepsis registry. (132)

* Sepsis surveillance in general should be urgently improved with focus on
resource-limited settings and high-risk groups, such as pregnant and postpartum
women, newborns and under-5 children, older adults and immunocompromised
patients. As noted, Sepsis epidemiology is practically unknown in LMICs that are
most affected, and blind spots remain in gender-disaggregated statistics, commu-
nity practices, and clinical outcomes among the most vulnerable population groups.

e Efforts in improving Sepsis surveillance capacities should build interlinkages with
other technical programmes on IPC and Safe Surgery, to ensure tracking healthcare
associated infections, including surgical site infections. Stronger synergies are also
needed for between AMR and Sepsis data reporting and analysis systems.

e The WHA70.7 Resolution urges the Member States to apply and improve the use of
the ICD system for establishing Sepsis epidemiological profiles, and the interna-
tional community shall work towards the establishment of an international Sepsis
interoperable data set.

* Finally, the Global Sepsis Alliance and Regional Sepsis Alliances, in coordination
with WHO, CDCs and other global and regional authorities, should catalyse regular
data collection and publication of annual Global Sepsis Reports on the status of
the Sepsis response at national, regional and global levels. The global reports could
be translated into global and regional dashboards for tracking progress towards
WHAZ70.7 Sepsis Resolution, related World Health Assembly resolutions on ECO,
IPC and medical oxygen, the current 2030 Global Agenda for Sepsis, and consoli-
dating evidence-informed advocacy efforts.
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STRATEGIC PILLAR 2.
HEALTH SYSTEM READINESS FOR SEPSIS
AND ITS SEQUELAE

Overarching Goal(s) of the Strategic Pillar

The ultimate goal of the 2" strategic pillar is to improve prevention, early detection, timely
and effective treatment of Sepsis, and management of Sepsis sequelae through strength-
ening the core operational capacities and emergency readiness of national health systems.

As noted, Sepsis could be considered a tracer indicator for HSS and UHC initiatives, as
the complexity of Sepsis prevention, diagnosis, treatment and care calls for a multi-di-
mensional, multi-faceted response and resilient health systems at all levels of healthcare
delivery.

Building on the WHAZ70.7 Resolution, the current pillar aims at including prevention, diag-
nosis and treatment of sepsis in national health systems strengthening initiatives, strength-
ening efforts to promote the appropriate use of antimicrobials, including the development
and implementation of comprehensive antimicrobial stewardship activities; developing
training for all health professionals on infection prevention and patient safety, and on the
importance of recognizing sepsis as a preventable and time-critical condition with urgent
therapeutic need.

In view of the limited resources and data in low- and middle-income settings, the health
system strengthening initiatives for Sepsis management should prioritize local-context
adaptation of the evidence-based knowledge and successful clinical practices, that still
primarily originate from high-income countries.

Specific Objectives of the strategic pillar:

2.1 By 2030, at least 50% of UN Member States have developed and started implementation
of evidence-based and patient-focused Clinical Pathways for Sepsis, and Sepsis Bundles
for adult and paediatric patients, including protocols for Rapid Response Systems
(RRSs), Sepsis Care Cascades (SCCs) and management of Sepsis sequelae.

2.2 By 2030, maternal and neonatal Sepsis-related deaths are reduced by 20% from 261,000
and 203,000 annual cases, respectively, through increased investments in prevention,
early identification and effective management of Sepsis in community and ante-, peri-
and post-natal care settings

2.3 By 2030, at least 50% of health care institutions engaged in SCCs have essential supplies
and equipment for the management of Sepsis and related organ dysfunction, including
access to microbiology labs or rapid diagnostic tools, ventilators with adequate oxygen
supply, renal replacement therapies, patient monitoring systems, antibiotics and IV
fluids.

2.4 By 2030, at least 20% of UN Member States have initiated QI and/or accreditation
programmes for Sepsis, including regionalization of the care cascade.

2.5 By 2030, at least 50% of UN Member States have integrated Sepsis as a medical emer-
gency in undergraduate curricula and postgraduate CME training for the health work-
force.

2.6 Cross cutting HSS targets for Sepsis prevention and management:
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2.6.1 By 2030, at least 90% global routine immunization (DTPcv3) coverage.

2.6.2 By 2030, at least 80% of health care institutions in LMICs have access to WASH

facilities.

2.6.3 By 2030, at least 50% of health care institutions in HICs and LMICs monitor the time

taken for patients with Sepsis to receive life-saving antimicrobials.

Priority Directions and Interventions

The 2 Strategic Pillar calls for specific policy and institutional changes and actions in the
following five priority directions and cross-cutting HSS interventions.

Priority Direction 2.1. Patient-Focused Sepsis Clinical Pathways

Building on the 2017 WHA resolution, Ministries of Health and relevant national
health authorities (e.g., national CDCs) should ensure development, application and
monitoring of evidence-based and patient-focused clinical pathways for Sepsis
and Sepsis Bundles for adult and paediatric patients. Special attention should be
granted to vulnerable populations, including pregnant women, newborns, children,
older adults and patients living with chronic diseases. Adherence to these protocols
have proved to be life-saving with substantial reduction in hospital fatality from
Sepsis. Health authorizes and health service providers can develop Sepsis clinical
pathways and bundles based on international guidance (e.g., SSC), and good prac-
tices and blueprints from the UK, US, Sweden, Australia, France, and other coun-
tries with relevant adaptation to local health system contexts.

Example(s): Implementation of mandatory sepsis protocols at all hospitals in New
York State is estimated to have saved more than 16,000 lives between 2015 and 2019,
while compliance with the “Sepsis Six” bundle across the hospitals in England and
Wales led to a 46.6% reduction in the relative risk of patients’ deaths from Sepsis.
(107)

WHO and its regional offices, European Commission for Health and Food Safety,
Surviving Sepsis Campaign, regional and national CDCs and other international
health actors should strengthen collaboration, synergies and regular updates
of evidence-based guidelines for the clinical management of Sepsis. The guid-
ance should be available for adaptation and application in different economic and
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health sector contexts across HICs and LMICs. Furthermore, the guidelines and
tools should target different audiences among health sector stakeholders, including
physicians, nurses, midwives, paramedical personnel and public health profes-
sionals. The upcoming WHO Guidelines for Clinical Management of Sepsis and
the continuously updated SSC guidance are important references for national and
regional health authorities, and healthcare providers.

Sepsis care is multidisciplinary, complex and fragmented, and a coordination model
based on tools and allocated human resources is essential. Along with Sepsis clin-
ical pathways, healthcare institutions should prioritize establishment of all-day
multidisciplinary Rapid Response Systems. Mortality among patients with hospi-
tal-onset Sepsis is lower (35.4%) in hospitals with all-day rapid response teams
(RRTs) compared to 42.7% in clinics with non-all-day RRTs services. (122) RRTs need
support from the hospital leadership to ensure the allocation of essential time and
resources for the implementation of Sepsis protocols.

In addition, as part of Sepsis clinical pathways, countries should develop compre-
hensive Sepsis Care Cascades across the community, Primary Health Care (PHC),
Emergency Medical Services (EMS), and secondary and tertiary Hospital Levels,
including EDs, general wards, and ICUs. SCCs should include prevention, early
recognition, severity assessment, prehospital EMS activation, early therapy, and
referral to adequate treatment facilities in-hospital treatment with organ failure
resuscitation and source control (where relevant). The 2024 study suggests that
application and optimization of such integrated networks can significantly improve
Sepsis clinical outcomes. (133) The cascade should also cover care and rehabilitation
for long-term sequelae of Sepsis, including for cognitive, psychological, and phys-
ical disability.

Example(s): In response to the increasing Sepsis incidence in 2008-2012, Catalonia
(Spain) declared Sepsis a public health problem and initiated a strategic planning
exercise for early detection and treatment of this medical emergency. In 2015, a
multidisciplinary advisory committee developed an Interhospital Sepsis Code (CSI)
based on regionalization principles of Sepsis care across primary, secondary and
tertiary healthcare facilities. CSI facilitates awareness-raising, early detection, initial
care and interhospital coordination in the management of septic patients throughout
the region. The process led to the development of “Radar Sepsis” system, which
provides continuous screening of cases, analysis, and feedback to hospitals.

Special attention should be given to the improvement of Pre-hospital Sepsis recogni-
tion both in communities and EMS, as even in the US only 18% of Sepsis cases have
been diagnosed by EMS. In this respect, countries may refer to the WHO Prehospital
Toolkits for ambulance providers and other resources for strengthening the capacity
of community health workers, primary health care providers and EMS personnel.

Sepsis prevention, early detection and referral capacities should be augmented at
the Primary Health Care settings, including among PHC and community health
workers. Sepsis, with its critical linkages to immunization, WASH, and rational use
of antimicrobials and prevention measures, offers a unique entry point for renewing
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investments and capacities of PHC systems as the inclusive platforms for UHC.
Social media may serve as important tools for early Sepsis alerts at community level
and immediate decision support for the primary care practitioners.

Example(s): A recent story of a Sepsis Survivor confirms that primary health care
plays an important role in Sepsis clinical pathways and outcomes in China. A
general practitioner saved the patient’s life by activating “We Chat” communication
channel, calling a multidisciplinary team to discuss the suspected Sepsis case, and
ensuring timely referral and treatment at the tertiary hospital.

* Person-centred care for Sepsis patients should be the central element of all health-
system intervention described above. As an example, Sepsis survivors engaged in
the development of the 2030 Global Agenda for Sepsis, raised the concern that often
the intensive care involves isolating the patient from visitors due to infection control
considerations or visitor interference with care. Family presence and engagement
during intensive care is better for patient safety and reduces risk of delirium, and
person-centred care including flexible visitation needs to be part of patient path-
ways and protocols for sepsis care, for both paediatric and adult patients.

Priority Direction 2.2. Sepsis Response in Maternal, Neonatal and Child Health

e In view of the Sepsis burden among pregnant women and newborns, especially in
LMICs, global Sepsis community should prioritize the integration of cost-effective
prevention, IPC, diagnostic, and treatment interventions into ante-, peri-, and post-
natal care services.

* Sepsis management capacities should be enhanced in the healthcare workforce
providing pregnancy, childbirth and post-delivery care to mothers and newborns,
including obstetrician-gynaecologists (Ob/Gyns), midwifes, nurses, neonatologists,
paediatricians and community health workers.

* Quality Improvement of Perinatal Care, including regionalization processes,
should consistently include prevention, early detection and early and effective treat-
ment for maternal and neonatal sepsis, as well as immunization, WASH, and hand
hygiene related policies, infrastructure and practices.

e MNCH-related interventions for Sepsis should be synergized with the Global
Maternal and Neonatal Sepsis Initiative launched by WHO and Jhpiego in 2017
and relevant international guidance from WHO, UNICEF and SSC both for HICs
and LMICs. (134)
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Priority Direction 2.3. Essential Equipment and Supplies for Sepsis Bundles

e The availability of ‘Sepsis Bundles” for adult and paediatric patients as standard
protocols is critical for the timely recognition of Sepsis and adequate treatment with
antibiotics, IV fluids and hemodynamic monitoring.

e Healthcare institutions should have essential supplies and equipment for the
management of Sepsis and Sepsis-related organ dysfunction, such as ventilators
with adequate oxygen supply, renal replacement therapies, patient monitoring
systems, antibiotics, and IV fluids. The list of essential supplies and equipment for
the clinical management of Sepsis should be developed through experts’ consensus
as a common reference for multiple stakeholders.

e Furthermore, healthcare providers should have 24-hour access to microbiology
laboratories for blood cultures and/or rapid diagnostic tools for the early identifi-
cation or Sepsis.

¢ Accordingly, national health authorities and international development partners should
prioritize financial investments in health infrastructure, including ambulance systems,
laboratory and ICU capacities for the provision of quality emergency, critical and opera-
tive care (ECO) services. Basic infrastructure investments for adequate supply of water and
electricity should be also prioritized, especially in LMIC settings, as well as special consid-

eration for Sepsis management (e.g, adequate spatial distance between hospitals beds).

Priority Direction 2.4. Medical Education and Training

¢ This strategic direction prioritizes capacity building of the Health Workforce on the
importance of recognizing Sepsis as a preventable and time-critical condition with
urgent therapeutic need, as almost 80% of Septic shock deaths could be prevented
if treated in time.(67) Key competencies for Sepsis management should be defined
both for undergraduate medical students and healthcare professionals across
different levels of healthcare, including general practitioners, surgeons, intensivists,
Ob/Gyns, Infectious Diseases (ID) specialists, EMS personnel, dentists, nurses and
midwives.

¢ In the context of significant health workforce shortage, especially in LMICs, special
consideration should be given to building capacity of nurses, midwives and commu-
nity health workers at the frontline of health service provision, in early identifica-
tion, referral and management of suspected Sepsis cases.

e Sepsis prevention and management as a medical emergency should be integrated
into undergraduate medical curricula and cooperation strengthened with medical
universities and medical students” associations for curricular reforms and extra-cur-
ricular initiatives
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Example(s): France has implemented education programmes for students on the
prevention of infections and sepsis, and mandatory training on Sepsis as part of the
undergraduate curricula for medical students and nurses. (135)

Sepsis prevention, early detection, and management should be consistently inte-
grated into post-graduate and continuous medical education (CME) systems for
healthcare professionals. Starting from primary health care to EMS, EDs, ICUs
and geriatric care facilities, physicians, nurses, paramedical personnel, and clinical
managers should be trained according to the national Clinical Pathways and rele-
vant international guidelines for adult and paediatric patients.

Example(s): Australia has proven to reduce the incidence of Sepsis and septic shocks
and related deaths in healthcare institutions through education of frontline workers
and adherence to standard protocols. (99) The UK Sepsis Trust has CPD accredited
sepsis e-learning modules on Sepsis management completed 100,000 times annu-
ally (136), and the Latin American Sepsis Institute (LASI) offers training modules for
healthcare workforce in the management of paediatric and adult patients.

Partners should prioritize active learning methodologies, as systemic review of 32
studies revealed, that incorporating active learning strategies into Sepsis education
interventions (such as simulation and game-based learning) can improve learners’
long-term outcomes. Sepsis education and a protocol-based Sepsis care bundle at the
hospital levels act in synergy to augment greater improvements in care processes
and patient’s clinical outcomes. (137)

Based on the experience of the COVID-19 pandemic, Telemedicine has also emerged
as an effective tool for closing existing knowledge gaps, and as a peer support
opportunity for intensive care professionals. Digital training approach could be
feasible for sub-Saharan Africa and other regions, to build sustainable capacities in
managing medical emergencies, such as Sepsis, in resource-limited settings. (138)
However, the telemedicine and digital training opportunities for rural and remote
areas of LMICs should also consider additional investments in communication
infrastructure. .

Example(s): Charité based Tele-ICU hub has supported countries in the management
of critical care patients, including Sepsis, through a multidisciplinary team. Uzbeki-
stan, Ukraine, Uganda and South Africa have benefited from the initiative through
the financial support from Charité Foundation and the German Agency for Inter-
national Cooperation (GIZ). In the Andean region of Argentina, with large rural/
mountain areas, transferring patients in need can take a while, sometimes walking,
using horses or mules. Therefore proper (i.e., satellite) communication infrastruc-
ture for managing medical emergencies through telemedicine opportunities could
be critical.
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Priority Direction 2.5. Quality Improvement in Sepsis Care Cascade

National health authorities should establish comprehensive Quality Improvement
initiatives for Sepsis along the SCCs, including regionalization. In collaboration
with national and international accreditation bodies in healthcare UN member
States should develop a set of standard QI indicators for Sepsis management, and
scale up voluntary or mandatory accreditation initiatives for Sepsis as stand-alone
modules or part of broader IPC packages.

Example(s): The Australian Commission on the Safety and Quality in Healthcare
published a Sepsis Clinical Care Standard in 2022 as part of the national health
services accreditation programme.(139) The standard contains 7 quality statements
and indicators on early recognition and coordinated, best-practice care for septic
patients. (140) Catalonia, Spain initiated the Sepsis Training Audit and Feedback
(STAF) project with a specialized portal at the Health Department for sepsis and septic
shock to register key performance indicators (KPIs) on antibiotic administration, resus-
citation, infection source control, and time of ICU admission.

National QI initiatives for Sepsis should also include the establishment of Compre-
hensive Sepsis Centres, to ensure guidance for the continuum of care for SCCs and
excellence in clinical research.

Example(s): France was the first country to establish the Comprehensive Sepsis
Centre through government funding and Qatar is also working on the concept with
a potential support from the Ministry of Health.

Multidisciplinary hospital programmes for Sepsis QI are critical for monitoring
and improving the quality of care, and have been associated with reduced hospital
mortality, length of stay, and healthcare costs.(109) The structure of hospital Sepsis
programmes may be specific to a single institution or general for healthcare systems
at national and sub-national levels. The QI initiatives may focus on Sepsis specifi-
cally or be part of broader IPC and Patient Safety modules.

Example: Northeast Brazil through a participatory and multifaceted QI initiative
documented major improvements in 8 out of 10 quality of care indicators for Sepsis
in EMS and the possibility of scaling up the model countrywide.

In countries and regions where provision of healthcare is centrally funded,
commissioning for excellence in infections management may include rapid
diagnosis and treatment of sepsis, infection prevention, and antimicrobial
stewardship. The commissioned care pathways similar to those existing for stroke,
heart attack and cancer (e.g,, UK NHS) would have the potential to transform not
only immediate clinical outcomes of septic patients, but also the control over the
rate of progression of AMR
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Priority Direction 2.6. Cross-cutting IPC

e Sepsis response strengthens national health systems as it is closely inter-linked
with HAIs prevention, immunization, WASH, AMR, Infection prevention and care
bundles, and related QI interventions. Based on the WHA70.7 Resolution and the
recent Global Action Plan and Monitoring Framework on IPC (141) national govern-
ments should strengthen HAIs prevention, immunization, WASH programmes and
infrastructure, hand hygiene practices, and other IPC measures in health care facil-
ities and communities.

e Global Sepsis stakeholders should assist national health authorities and commu-
nities in attaining at least 90% vaccination coverage rates for paediatric vaccines
included in national immunization schedules, and aim for high vaccine coverage in
adults and elderly people.(45) Awareness-raising and capacity-building initiatives
for Sepsis among the health workforce and policymakers should clearly address the
need for high immunization uptake as an essential element in Sepsis prevention.

e Due to the strong link between sepsis and infection, sanitation and hygiene needs
to be urgently improved, as 1 in 4 health care facilities in LMICs lack basic water
services and 50%-70% of surgical teams and health care workers do not routinely
practice hand hygiene. (157) The Global Agenda for Sepsis calls for the improvement
of WASH infrastructure and hand hygiene practices in at least 90% of healthcare
institutions in the Global South. This improvement should prioritize cost-effective
interventions, such as access to clean drinking water, increased compliance with
hand washing, sanitary food preparation, and sterilisation of medical tools and
equipment.

e National health authorities and health care providers should ensure synergies
between Sepsis and AMR policies for reducing inappropriate and excessive use of
antimicrobials as well as time-critical therapeutic interventions for septic patients,
when critically needed. Effective Antimicrobial Stewardship means that life-
saving antimicrobials are not withheld when mostly needed, as every hour of
delayed treatment increases the risk of death. Special attention should be given to
sub-Saharan Africa, with the highest burden of deaths associated with drug-resis-
tant bacterial infections, where AMR-associated deaths represent 27% of lives lost
to Sepsis.

Example(s): The UK NHS has published special guidance for companies wishing to
apply for a contract through the Antimicrobial Products Subscription Model. The
guidance builds on a joint pilot project between NICE and NHS England which is
the first in the world to pay companies a fixed annual fee for antimicrobials based
on their value to the NHS, as opposed to the volumes used.
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STRATEGIC PILLAR 3
WHOLE-OF-SOCIETY RESPONSE TO SEPSIS

Overarching Goal(s) of the Strategic Pillar

The overarching goal of the strategic pillar is to substantially improve Sepsis literacy (awareness
on Sepsis and its sequelae) among the general public, media representatives, and public poli-
cy-makers through consistent advocacy, a simplified new narrative on Sepsis, and engagement of
Sepsis survivors and their families in the campaigns. This pillar links empowered communities
as users and providers of care to the cross-sectoral approaches outlined in Pillars 1 and 5.

At the same time, the strategic pillar aims at improving prevention, prehospital recognition of
Sepsis and emergency care-seeking behaviour, as over 80% of Sepsis cases originate in commu-
nities and early recognition is critical for timely referral, and effective treatment of this medical
emergency.

The pillar reinforces the WHA7Z0.7 resolution calling for increased public awareness of the
risk of progression to sepsis from infectious diseases, through health education, including on
patient safety and to engage further in advocacy efforts to raise awareness of sepsis, in particular
through supporting World Sepsis Day activities on 13 September in Member States.

Specific Objectives of the strategic pillar:

3.1 Cross cutting targets for Sepsis prevention in communities:

311 By 2030, atleast 50% of public/community representatives incorporate
immunization as a tool in a Sepsis prevention strategy.

312 By 2030, at least 80% of communities living in LMICs have access to WASH
facilities as a Sepsis prevention measure.

3.2 By 2030, at least 80% of household/community representatives in HICs and LMICs identify
Sepsis as a medical emergency requiring immediate emergency are seeking,.

3.3 By 2030, at least 80% or 155 UN Member States participate in the World Sepsis Day campaigns
and ensure engagement of public leaders and media through national and international
WSD events

34 By 2030, at least 20% of UN Member States have developed and started implementation
of evidence-based and patient-focused Community Care Cascades for Sepsis, including
prevention, early alert, treatment referral, and post-hospital care and rehabilitation for Sepsis
survivors.
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Priority Directions and Interventions

The goals and objectives of the Strategic Pillar, call for the implementation of the following
4 priority directions and cross-cutting interventions.

Priority Direction 3.1. Community Level IPC

Priority Direction 3.2. Sepsis Literacy as Medical Emergency

Preventing infectious at the community level is the most effective measure against
Sepsis. Therefore, the 2030 Global Agenda for Sepsis calls for strengthening
community-level IPC interventions, such as vaccination, WASH infrastructure,
and health education on hand hygiene, nutrition and rational use of antibiotics.

The global Sepsis community should assist national and local health authorities,
community workers and societies in attaining at least 90% vaccination coverage
rates against basic pathogens included in respective national immunization sched-
ules for children and adults. Public awareness raising and engagement of public
opinion leaders should clearly address the need for high immunization uptake as
a core element in Sepsis prevention. Recognizing that many vaccine-preventable
diseases are major contributors to Sepsis, cost-effective and affordable new vaccines
should be consistently integrated into national immunization programmes, where
feasible.

The 2030 Global Agenda for Sepsis reiterates the critical importance of stronger
WASH infrastructure and hand hygiene practices for preventing infectious
diseases, especially in the Global South. Hand hygiene is one of the most effec-
tive measures to prevent infections that lead to Sepsis, but awareness raising and
training initiatives for improving hand hygiene practices require access to clean and
safe water and sanitation facilities.

The international community should enforce collaboration for re-framing the
Sepsis narrative and ensuring that the term “Sepsis” is recognized as a medical
emergency requiring immediate care, similar to a heart attack, stroke or other acute
life-threatening conditions. Community care seeking behaviours should be studied
and analysed to inform relevant and effective education and engagement strategies.

Substantial efforts should be invested in Sepsis Literacy and Community-Level Early
Alert Systems for improved understanding of the term “Sepsis”, signs and symptoms of
this medical emergency, and ensuring prompt and timely initial contact of the affected
children and adults with EMS or the nearest healthcare provider. Education efforts
should target the general public as well as policy-makers, opinion leaders and health care
professionals. Simplified and contextualized messages should be developed for each
country setting in local languages and communication channels accessible to different
populations, including minority and other vulnerable groups.
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Example(s): Canadian scholars recommend that Sepsis education initiatives prioritize
prevention approaches, employ broad media strategies, and use primary healthcare
providers to disseminate the evidence-based information. (142)

Engaging Sepsis Survivors and family members of patients as champions of
change at local and international levels is critical. The new Sepsis narrative and
simplification of Sepsis communication toolkits for general public and political
leaders can only be successful through active collaboration with individuals and
families with lived experiences, and community-based organizations.

Example(s): The Patients and Family Support Working Group of the European Sepsis
Alliance ensures active engagement of Sepsis Survivors and family members in the
development of GSA and ESA communication materials, such as the “Life After
Sepsis Guide”. (143)

The World Sepsis Day (WSD) commemorated on September 13 since 2012 should
be more consistently promoted at national, regional and global levels with the ulti-
mate goal of recognizing WSD among the official world heath days of WHO. The
WSD movement and campaigns should increasingly engage policymakers, public
opinion leaders, health sector experts, civil society, faith-based organizations and
media for greater outreach and improved Sepsis literacy among different audiences.

The GSA and the World Sepsis Day Movement leaders should ensure that the core
information and communication materials (Sepsis toolkits, infographics, checklist,
etc.) are continuously updated and available in multiple languages for reaching
audience across different geographic regions and communities. The communica-
tion resources should be available in at least six UN languages, including Arabic,
Chinese, English, French, Russian and Spanish.

The Sepsis literacy campaigns and initiatives should engage multiple stakeholders
beyond health sectors. As an example, the education sector from pre-school and
school, to professional and higher education institutions, can integrate measures for
Sepsis awareness, prevention and early detection into health education programmes
and medical services.

Example: The “Schools-against-Sepsis” campaign initiated by the UK Sepsis Trust
intends to protect students and their families against this life-threatening condition.
The initiative has already engaged 2,000 schools with regular Sepsis training for
children aged 5-18 and their families.

Similarly, the Private Sector beyond health industries can play an important role
in disseminating Sepsis literacy through CSR initiatives. The latter may include
support for the World Sepsis Day movement, designating “Sepsis Ambassadors”
within the corporations for knowledge dissemination, or supporting patient organi-
zations in their advocacy efforts.

Finally, the question remains on how we can improve literacy through innova-
tions and entertaining. There has been some promising research into artificial
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intelligence (AI) models.(144) Al tools can flag possible Sepsis cases for immediate
response from communities and ensure time-critical initial contact with healthcare
providers. More investments are needed in learning innovations and Al-enabled
solutions to avert Sepsis-related deaths and disability.

Priority Direction 3.3. Media and Public Leaders for Sepsis

* Media can play an important pro-active role in increasing awareness and making
“Sepsis” a household name as a medical emergency requiring immediate atten-
tion and medical care. Media can also be a game-changer in holding governments,
decision-makers and healthcare institutions accountable for necessary policies and
actions against Sepsis.

* Media Engagement Strategies may include training for journalists at local and
international levels, provision of continuously updated media and communication
toolkits, stronger engagement in annual World Sepsis Days campaigns and event
(TV, Radio, Printed and Internet Press), and recognizing media champions through
Global Sepsis Awards and other initiatives.

e Atthe same time, Media, in turn, can ensure active participation of Sepsis Survivors
and families affected by this medical emergency, featuring human stories through
traditional and social media, and engaging multiple stakeholders, including health-
care experts, public opinion leaders and politicians as relevant.

Example(s): Media coverage of human stories from Sepsis Survivors and families
affected by personal tragedies have not only improved public awareness, but cata-
lysed historic changes at the policy levels in the United States, UK, Belgium and
other countries.

Priority Direction 3.4. Patients Care and Support Cascades

* Sepsis Care Cascades at the community level starts with Early Alert Systems for
timely identification and referral of newborns, children and adults with suspected
Sepsis cases to the relevant emergency and healthcare institutions.

e Post-discharge, community-level support is even more important for Sepsis Survi-
vors as the long-term consequences of Sepsis call for increased support, care and
rehabilitation needs. Sepsis survivors who suffer life-changing consequence, phys-
ical, cognitive or psychological, should have access to relevant care and support
services at community and health-care settings, along with financial protection
from public programmes or insurance plans.

* Early access to rehabilitation and continuum-of care as part of the “chain of
survival and rehabilitation for sepsis” is essential for Sepsis survivors to recover
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acceptable quality of life. 1% Availability and quality of rehabilitation services
should be improved both in LMICs and HICs. Sepsis survivors and experts engaged
in the current strategy development from Argentina and Belgium emphasize the
fragmentation of post-Sepsis care from hospitals to communities. Sepsis survivors
and their families receive no practical guidance after hospital discharge on post-
Sepsis care and rehabilitation, there is no hand-over process to a practitioner who
may follow-up the patients discharged to home. Post-Sepsis care and rehabilitation
services are either nor available or not covered through public or private health
programme or insurance plans. From the personal experience, the high readmission
rates of Sepsis survivors could be explained by the lack of proper coordination and
post-hospital continuum of care.

Example(s): From the perspective of Sepsis survivors in Germany, therapies should
begin in the hospital setting, be more appropriate for specific ailments (including
pain, weaning from mechanical ventilation and cognitive deficits of fatigue), and
include better education for patients and caregivers. (145) Existing data from sub-Sa-
haran Africa suggest that patients after discharge commonly experience medium-
and long-term sequalae, yet resources for effective follow-up and care of these

patients are lacking. (146)

Patients-for-Patient support services and groups, including online consultation
services, should be promoted, based on the experiences of Sepsibel (Belgium),
Sepsisfonden (Sweden), UK Sepsis Trust, Sepsis Stiftung (Germany) and other orga-
nizations.

Sepsis Survivors should lead the patient voices in designing and advising on the
needed policy, institutional, and community-level interventions, including the
post-hospital management, rehabilitation, and Sepsis recovery approaches. Sepsis
patients recommend stronger collaboration on a national level between Sepsis
experts and Sepsis patients, as well as with experts and patients engaged in the
work on the long COVID-19 for exchanging knowledge on pathophysiological and
rehabilitation aspects.

Example: In 2017 Sepsis survivors in Netherlands started ‘SOS for sepsis’ petition which led
to negotiations with government on a national Sepsis plan and one-time financial support for
launching the website SepsisNet for awareness raising. Sepsis survivors were engaged in the
developing of a national guideline on clinical management of Sepsis in paediatric and adult
patients, completed in 2021-2022. In 2023 SepsisNet and Sepsis en daarna jointly with other
patient organizations developed the Patient Alliance of Post-Acute Infectious Syndromes
(PAIS), including Sepsis.
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STRATEGIC PILLAR 4.
RESEARCH AND INNOVATIONS FOR SEPSIS

Overarching Goal(s) of the Strategic Pillar

The ultimate goal of the strategic pilar is to substantially improve public and private
research opportunities and funding for Sepsis both in HICs and LMICs, and to promote
investments into novel prevention, diagnostic, treatment, and Al solutions for both paedi-
atric and adult patients.

Building on the WHAZ70.7 resolution the current pillar will promote research aimed at inno-
vative means of diagnosing and treating sepsis across the lifespan, including research for
new antimicrobial and alternative medicines, rapid diagnostic tests, vaccines and other
important technologies, interventions and therapies.

The strategic pillar will also reinforce the WHA Resolution on clinical trials to provide high-
quality evidence on health interventions and to improve research quality and coordination.

Specific Objectives of the strategic pillar:

4.1 By 2028, at least 50% (19 out of 38) OECD countries allocate earmarked public/govern-
ment funds for Sepsis research and academic collaboration.

4.2 By 2025, a Global Sepsis Research and Innovation Platform, an international public-pri-
vate partnership is launched to discuss unmet needs in Sepsis prevention, diagnostic
and treatment, including through novel vaccines, fast pathogen detection tools, immu-
nomodulatory therapeutics and precision medicine.

Priority Directions and Interventions

The attainment of the declared goals and objectives of the 4 Strategic Pillar calls for the
implementation of the following 2 priority directions and interventions.

Priority Direction 4.1. Investing in Sepsis Research and Academic Collaboration

* Sepsis Science investments in HICs and LMICs, including in fundamental and
operational research, remain low and should be fostered. Similarly, Sepsis related
clinical research trials should be more representative of high, middle-, and low-in-
come settings and geographic regions affected the most. Further to limited research
investments from public and private sectors, research focus should be strengthened
on the needs of priority population groups, such as newborns and children.



Priority Direction 4.2. Innovations for Sepsis Prevention, Diagnosis and Treatment
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Large continental research programmes, including the US National Institutes of
Health (NIH) or EU Horizon, should catalyse increased public funding for Sepsis
research. Building on examples from the US BARDA, Germany and the UK, indi-
vidual OECD countries, should also allocate earmarked research funding for Sepsis
and ensure proportional financial allocations to address the medical emergency
that causes 1 in every 5 deaths globally.

Increased research fundings should catalyse stronger academic collaboration for
the exchange of the intelligence, best practices and innovations in the prevention,
diagnostics, treatment and care of Sepsis, and closing knowledge gaps, especially
across the LMICs. Academic collaboration across countries and institutions may be
built on the existing academic representation and collaboration of the GSA, SSC and
other key players in the global Sepsis response with Charité Universitdtsmedizin
Berlin (Germany), University of British Columbia (Canada), George Institute for
Global Health (Australia) and others.

Stronger collaboration between professional associations and the scientific
community shall enhance research opportunities to better understand Sepsis
pathophysiology, diagnostics and therapeutics. Additional studies are critical for
assessing cost-effectiveness and impact of Sepsis prevention and management inter-
ventions on the human, societal or economic burden of Sepsis in specific countries
and globally. Dissemination of state-of-the-art knowledge among health care profes-
sionals and scholars should be further enhanced by global knowledge sharing plat-
forms, such as the World Sepsis Congresses and International Sepsis Forum.

The Sepsis community should support the establishment and/or expansion of
global, regional and national Knowledge Hubs that consolidate the latest scientific
and implementation research evidence, and policy and clinical recommendations.
The resources should be available in at least 6 official UN languages to facilitate
global distribution and application of the state of art knowledge.

Example(s): Sepsis Stiftung in Germany operates the “Sepsis Science Info Centre”
that is updated weekly with relevant scientific literature for different audiences.
(147) The George Institute for Global Health based in Australia provides a repository
of digital books and communication toolkits for Sepsis, while the Sepsis Alliance in
the United States manages the Sepsis Alliance Institute which has more than 50,000
professional members.

Public-private partnerships for Sepsis innovations should be fostered for under-
standing unmet needs and increased investments in Research and Development
(R&D) for novel prevention vaccines, diagnostic, treatment (including antibiotic)
and Al tools for early detection and timely and effective management of Sepsis.
Such investments should focus on the needs of all populations and countries. The
advocacy efforts should include incentives and push funding mechanisms provided
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by governments and foundations to PPPs and private sector for the development and
registration of new therapies (e.g., antibiotics) for wider accessibility to newborns, chil-
dren and other priority groups.

Building on the example of the US Sepsis Alliance, which has been managing the
FDA-supported Coalition for Sepsis Innovations, GSA will lead the establishment of
a Global Sepsis Research and Innovation Platform. The platform will bring together
multiple stakeholders from academic and research institutions, the public and private
sector, patient organizations and civil society to promote dialogue and novel solutions
for Sepsis prevention, diagnostics and treatment. The platform will also provide recom-
mendations and consistent approaches for facilitating licensing and registration of
strengthening access to new medical tools for the most vulnerable, such as newborns
and children affected by Sepsis in LMICs. The Sepsis innovation platform should coordi-
nate its dialogue and work with other partnership mechanisms for vaccines, diagnostics
and medicines, such as those led by GAVI, FIND and Medicines Patent Pool.

R&D in innovations focusing on Sepsis prevention is essential, such as the development
of anti-Sepsis vaccines that will have the potential to reduce the incidence of infections
that most commonly lead to Sepsis, especially among women, newborns, children and
older adults (e.g., methicillin-resistant S. aureus, E. coli, Klebsiella spp.). (1)

As early detection largely defines clinical outcomes of septic patients, diagnostic novel-
ties should continue to be a key priority. Further investments are needed in innovative
diagnostics for Sepsis, including point-of-care and rapid diagnostic tools. These tools
include increased availability and application of biomarkers, molecular fingerprints and
other solutions for improving pathogen detection, differentiation between bacterial and
other infections, or differentiation between infection-induced and non-infection-induced
systemic inflammatory response syndromes. The novel and rapid diagnostics should be
effectively integrated into clinical systems to provide timely and life-saving information
to the prescribing clinicians at the patient’s bedside.

The strategic pillar also prioritizes R&D for Sepsis therapies, including new and more
effective antimicrobials and immune-modulatory therapeutics. The Sepsis R&D agenda
should be synergized with AMR-related discussions as the limited number of new
regimens in the antimicrobial pipeline equally impacts clinical perspectives of septic
patients. Discussions on market failures and other barriers should address not only
antibiotics, but antiviral, antifungal and antiparasitic medications for managing septic
patients with different pathogenesis.

Strengthening research, innovation, and access on behalf of newborns and children
would be a key priority through active dialogue with the WHO Paediatric Drug Optimi-
zation Standardization Procedure (PADO), GARDP and other core players.

Sepsis related R&D initiatives should prioritize immunomodulatory therapies, similar
to the recent initiative launched by BARDA. Finally, Sepsis-induced and sepsis-related
coagulopathies is critical to address due to the high frequency of disseminated intra-
vascular coagulation (DIC) among septic patients, as an example, and high, up to 60%
mortality rates. (149,150)
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Furthermore, the heterogenous characteristics of Sepsis with varying demographics,
pathogenesis or clinical manifestations make the precision medicine approaches even
more challenging. However, additional research is equally important in the advance-
ment of personalized therapies, including theragnostics, for the Sepsis management.

From the patients’ perspective, more attention should be paid to research and innova-
tions in care and rehabilitation commodities for Sepsis survivors and therapies for Post
Sepsis sequelae. The latter also applies to collaboration with Covid-19 researchers for
exchanging the knowledge in view the documented similarities between Post-Sepsis
Syndrome and long-term sequelae of COVID-19.

Stakeholders should incentivize innovations in early identification of Sepsis through Al
tools, including mobile applications. However, most of the Al solutions for early Sepsis
alerts continue to demonstrate low sensitivity and specificity, with especially high false
positive results. Al-enabled solutions should be further optimized, as the artificial intel-
ligence tools have the potential to improve early detection of Sepsis for time-critical and
life-saving treatment, especially in contexts with a significant shortage of health work-
force.

Industry partners should prioritize R&D for LMICs and emerging markets, to address
market failures and ensure that new knowledge and life-saving innovations reach the
most vulnerable population groups, thus leaving no one behind.

The R&D agenda for new antimicrobials, including the initiatives how to address the
market failure, should be harmonized with the Quadripartite Agreement for One Health
and its AMR strategies agreed by FAO, UNEP, WHO and WOAH.

The impact of antimicrobial resistance on Sepsis outcomes may vary between countries
and availability of adequate clinical data should also be prioritized to guide effective
therapies and recommendations. (110)

Evidence generation on human, societal and economic burden of Sepsis as well as imple-
mentation research on Sepsis policies and QI initiatives, especially in LMICs, is another
important priority. The latter should also include systematic reviews on the status of
implementation of the WHA?70.7 Sepsis Resolution and related resolutions on integrated
emergency, critical and operative care (ECO) or health emergencies, such as WHA72.16,
WHA75.8 and WHA76.2. (151-153). In particular, countries should leverage the mandate
of WHA 778 which calls for a global strategy and action plan for integrated ECO 2026-
2035 to strengthen sepsis care.(154)

Examples: Good evidence base IPC research in prevention sepsis and AMR and spread
of pathogens in a facility/community and in different settings (including fragile, conflict
and violence situations) is equally important. Investments in a global network of labora-
tories and clinical research sites that can both support the collection of data from diverse
populations, settings, and countries, as well as to improve the efficiency of research
and development and reduce costs borne by pharmaceutical companies.

2030 Global Agenda for Sepsis



STRATEGIC PILLAR 5
SEPSIS IN PANDEMICS AND OTHER
EMERGENCIES

Overarching Goal(s) of the Strategic Pillar

In line with the WHAZ70.7 resolution, the 5% strategic pillar of the 2030 Global Agenda for
Sepsis aims to develop and implement standard and optimal care, and strengthen medical
countermeasures for diagnosing and managing Sepsis in emergencies with health conse-
quences, including infectious disease outbreaks, armed conflicts, and natural and other
man-made disasters.

The strategic pillar calls for stronger multi-lateral and multi-sectoral cooperation for inte-
grating Sepsis-related interventions in global frameworks and guidelines for emergency
and humanitarian responses as well as national emergency preparedness and response
plans.

Specific Objectives of the strategic pillar include the following:

5.1 By 2030, at least 50% of UN Member States have integrated Sepsis-related interventions
into national PPPR frameworks and action plans.

5.2 By 2030, more than 80% of UN Member States have integrated Sepsis prevention, early
detection, treatment and post-hospital care and rehabilitation in health protocols for
defence/military personnel and relevant services for civilians under humanitarian crisis.

5.3 By 2026, humanitarian response protocols from at least 10 leading international human-
itarian aid organizations?, integrate Sepsis prevention and response.

54 By 2028, at least 50% of UN Member States have integrated Sepsis into the national laws
and policies on climate change adaptation.

Priority Directions and Interventions

The goals and objective of the 5% Strategic Pillar calls for the following 5 priority directions
and interventions.

2 In view of the geographic and humanitarian work coverage, the organizations include: WHO, WFP, UNICEF, OCHA, UNHCR,
IFRC, Save the Children, Catholic Relief Services, CARE, World Vision, Direct Relief, MSF, Actions Against Hunger, IRC, International
Medical Corps, BRAC, Danish Refugee Council, Oxfam, Action Aid International, ALIMA, and Plan International.



Priority Direction 5.1. Sepsis in Pandemics

Priority Direction 5.2. Sepsis in Armed Conflicts
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Building on the experience from the latest COVID-19 pandemic, any future
pandemics or disease outbreaks will increase the risk of infectious diseases and
accordingly the risk of Sepsis morbidity and mortality. Sepsis is the final common
pathway from all pathogens that may cause pandemics. Therefore, the global Sepsis
community should advocate at the level of the Intergovernmental Negotiation Body
to integrate the Sepsis response into the final or amended versions of the interna-
tional PPPR instrument, the Pandemic Accord.

In parallel, UN Member States should ensure that Sepsis-related communication
and preparedness interventions are integrated into national PPPR plans and syner-
gized with relevant advocacy, health system strengthening, and multi-sectoral
initiatives.

During armed conflicts, wound infections affect from 4.9% to 78% of civilians and
military personnel and subject them to an increased risk of Sepsis. ®¥Therefore,
in parallel to the national health system strengthening initiatives, the 2030 Global
Agenda for Sepsis calls for augmenting Sepsis prevention and management capac-
ities including through WASH and other IPC solutions in healthcare systems of
defence and military sectors and international peacekeeping forces.

Example(s): In 2011-2019, the incidence of hospitalization due to sepsis increased by
64% in active service members of the U.S. Army, Air Force, Navy, and Marine Corps
and relevant recommendations were applied by the defence authorities. (155)

Sepsis prevention, early detection, treatment, and post-hospital care and reha-
bilitation should also be integrated into health protocols for defence/military
personnel and the essential care services for civilians in humanitarian settings. This
calls for multisectoral cooperation between Health, Defence and Military sectors
for strengthening awareness and Sepsis management capacities, and reducing
morbidity and mortality risks among military and defence personnel.

As part of the emergency health response during armed contflicts, civic education
should cover awareness raising and first aid training opportunities for improved
prevention, early alert systems for Sepsis, as well as pre-hospital wound manage-
ment techniques, as necessary.
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Priority Direction 5.3. Sepsis in Humanitarian Crisis and Displacement

During humanitarian crises, children, women and men, including refugees and
migrants are at increased risk of infections that can lead to Sepsis.(85) Disruption
of routine immunization programmes during the crisis and displacement further
increases the risk of Sepsis. Accordingly international humanitarian agencies
should prioritize Sepsis prevention and management as part of their core humani-
tarian response operations.

Sepsis awareness and prevention measures through WASH and other IPC
approaches should be strengthened during humanitarian crisis and displacement,
such as the wound care and hand hygiene. Clinical management of sepsis should
be integrated into all packages of High-priority Health services for Humanitarian
response (H3 package), including for migrant and displaced populations. Humani-
tarian personnel and community representatives should be equipped with relevant
knowledge and resources to alert suspected Sepsis cases and ensure time-critical
medical care.

The following UN agencies and international humanitarian organizations will
be prioritized for collaboration within the framework of the 2030 Global Agenda
for Sepsis. In view of their geographic coverage and impact, the priority organi-
zations include WHO, WFP, UNICEF, OCHA, UNHCR, IFRC, Save the Children,
Catholic Relief Services, CARE International, World Vision, Direct Relief, MSF,
Actions Against Hunger, IRC, International Medical Corps, Bangladesh Rehabilita-
tion Assistance Committee (BRAC), Danish Refugee Council, Oxfam International,
Action Aid International, ALIMA and Plan International.

Priority Direction 5.4. Climate Change and Sepsis

More than 120 countries have national laws and policies for climate change adap-
tation. (156) and in view of the direct risk correlation with climate-induced emergen-
cies, Sepsis should be consistently integrated into national climate change policies
and preparedness plans.

Global, regional and national stakeholders should integrate Sepsis into the agenda
of the leading Health and Climate Change forums, such as the Conference of
Parties (COP), UN High Level Meetings and the World Economic Forums.

At the same time, in line with the Quadripartite Agreement for One Health, the
global Sepsis community should prioritize promotion of carbon-free practices and
technologies in community- and healthcare settings, more effective Antimicrobial
Stewardship for human and animal health, and better Sepsis response prepared-
ness to potential environmental disasters.(81)
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RESULTS FRAMEWORK
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Reducing the incidence of
Sepsis from 677 episodes per
100,000 population in 2017 to
< 500 episodes per 100,000 by
2030

Survival rates from Sepsis
among under-5 children and
adults improved by 20% from
the 2020 baseline

Reducing median cost per
Sepsis patient per country and
per capita by 20% by 2030

Impact Statement

Sepsis incidence per 100,000
population globally

Baseline (2017): 677 episodes
per 100,000 population

Target (2030): < 500 episodes
per 100,000

Sepsis-related deaths in adults
and under-5 children annually

Baseline (2017): 8.1 million
and 2.9 million

Target (2030): 6.5 million and
2.3 million

Median cost per Sepsis patient
per country and per capita

Baselines (2020): € 36,191
Target (2030): < € 29,000

Global Burden of Sepsis
(2020) and subsequent peri-
odic reports

Global Burden of Sepsis
(2020) and subsequent peri-
odic reports

Systemic Analysis of eco-
nomic and health sector
impact of Sepsis

World Sepsis Declaration
target

World Sepsis Declaration
target




Strategic Pillar 1.

Political Leadership and Multilateral Cooperation
Goal(s) of the Strategic Pillar:

Positioning Sepsis in the mainstream of global and national health policy dialogue and architecture with relevant funding
streams and stronger synergies with health-related SDGs and related targets for UHC, MNCH, IPC, AMR, PPPR and

Patient Safety

Strengthening global, regional and national responses to Sepsis through multilateralism, including multi-lateral cooper-
ation, allocation of domestic, public-private and international aid funding, and accountability mechanisms for the 2030

SDG agenda

1.1 A High-level Political Platform
for Sepsis becomes operational
by the end of 2025 and leads
systematic integration of the
Sepsis agenda into the main-
stream of global health and
development dialogue and
architecture.

KPI (Output): A High-Level
Political Platform for Sepsis
Operational (Yes/No)

Baseline (2024): No

Target (2025): Yes

Terms of Reference (ToR),
meeting minutes and com-
position of the Political Plat-
form; Agenda of high-level
health forums

Priority high-level forums
include G7/G20, UNGAs
and HLMs, WHAs, Davos
WEF, WHS, IPU, UNITE
and Ministerial Summits

1.2 By 2030, at least 80% of HICs
and at least 50% of LMICs have
developed and started imple-
mentation of National Action
Plans (NAPs) on Sepsis, with
earmarked domestic budgetary
resources, as stand-alone NAPs
or part of broader health sector
policies and programmes.

KPI (Coverage): % of HICs and
% of LMICs with Sepsis NAPs
and earmarked budgetary re-
sources

Baseline (2024): < 30% HICs <
5% LMICs

Targets (2030): > 80% HICs >
50% LMICs

Global  Sepsis  Reports
(Country Reports on Imple-
mentation of WHA 70.7) to
be initiated by GSA in 2025

Baseline estimated from
GSA and RSAs reports and
experts’ opinions.

1.3 By 2030, at least 80% of HICs
and at least 50% of LMICs
have incorporated Sepsis into
national packages of priority
UHC services. (129)

KPI (Coverage): % of HICs and
% of LMICs synergizing Sep-
sis NAPs with relevant poli-
cies and programmes
Baseline (2024): < 30% HICs <
5% LMICs

Targets (2030): > 80% HICs >
50% LMICs

Global Sepsis Reports to be
initiated by GSA in 2025

Baseline estimated from
GSA and RSAs reports and
experts’ opinions.

1.4 By 2026, donor governments,
IFIs and PPPs in global health
initiate grant, loan and / or inno-
vative funding mechanisms for
improving Sepsis response in
LMICs

KPI (Process): Donor Govern-
ments, IFIs and PPPs integrate
Sepsis in grant and loan port-
folios (Yes/No)

Baseline (2024): No

Target (2026): Yes

Publications and call for
applications by donor
agencies, IFIs and PPPs.
Global Sepsis Report(s)

Priority IFIs and PPPs:
GAVI, The Global Fund,
UNITAID, The World
Bank and Regional Devel-
opment Banks

1.5 By end of 2025, international
health partners initiate regular
data collection on the imple-
mentation of the WHA70.7
Resolution and publication of
annual Global Sepsis Reports
on the status of the Sepsis-re-
lated action at national, regional
and global levels.

KPI (Output): Regular Data
Collection and Global Sepsis
Reports on Implementation of
WHAZ70.7 Resolution (Yes/No)
Baseline (2024): No

Target (2025): Yes

Annual Global Sepsis
Reports to be initiated by
GSA in 2025

Annual Global Sepsis
Reports to be initiated by
GSA in 2025




Strategic Pillar 2.
Health System Readiness for Sepsis and Its Sequalae

Goal(s) of the Strategic Pillar:

Improving prevention, early detection, timely and effective treatment of Sepsis, and management of Sepsis sequelae

through strengthening the core capacities and emergency readiness of national health systems.

2.1 By 2030, at least 50% of UN

Member States have developed
and started implementation of
evidence-based and patient-fo-
cused clinical pathways for
Sepsis and Sepsis Bundles for
adult and paediatric patients,
including RRS, SCC and
management of Sepsis sequelae.

KPI (Coverage): % of UN
Member States with opera-
tional Clinical Pathways and
Sepsis Bundles

Baseline (2024): < 10%

Target (2030): > 50%

Annual Global Sepsis Re-
ports to be initiated by GSA
in 2025

Baseline estimated from
GSA and RSAs reports and
experts’ opinions.

Utilization data from
WHO’s Core clinical care
readiness (C3R) tool.

2.2 By 2030, maternal and neonatal

Sepsis-related ~ deaths  are
reduced by 20% from 261,000
and 203,000 annual cases
respectively, through increased
investments in prevention,
early identification and effec-
tive management of Sepsis in
community and ante-, peri- and
post-natal care settings

KPI (Impact): Maternal and
Neonatal Deaths related to
Sepsis worldwide

Baseline (2017): 261,000 and
203,000

Targets (203a0): < 208,000 and
< 162,000

WHO and UNICEF Data-
bases and Fact Sheets

Baseline estimated from
GSA and RSAs reports and
experts’ opinions.

2.3 By 2030, at least 50% of health

care institutions engaged in
SCCs have essential supplies
and equipment for the manage-
ment of Sepsis and related organ
dysfunction (microbiology labs
or rapid diagnostic tools, venti-
lators with oxygen supply, renal
replacement therapies, patient
monitoring systems, antibiotics,
IV fluids)

KPI (Coverage): % of health-
care institutions at national
level with essential supplies
and equipment

Baseline (2024): N/A

Targets (2030): 50%

As part of national health
sector surveys or Global
Sepsis

Baseline estimated from
GSA and RSAs reports and
experts’ opinions.

2.4 By 2030, at least 20% of UN

Member States have initi-
ated QI and/or accredita-
tion programmes for Sepsis,
including regionalization of the
care cascade.

KPI (Coverage: % of UN

Member States with KPI
(Coverage): % of UN Member
States with Regionalization, QI
and Accreditation Programmes
Baseline (2024): < 2%
Targets (2030): >20%

Annual Global Sepsis
Reports to be initiated by
GSA in 2025

Baseline estimated from
GSA and RSAs reports
and experts’ opinions.

2.5 By 2030, at least 50% of UN

Member States have integrated
Sepsis as a medical emergency
in undergraduate curricula and
CME training for the health
workforce.

KPI  (Coverage): % of
UN Member States with
undergraduate and CME
programmes on Sepsis
Baseline (2024): < 10%
Targets (2030): > 50%

Annual Global Sepsis
Reports to be initiated by
GSA in 2025

Annual Global Sepsis
Reports to be initiated by
GSA in 2025




By 2030, at least 90% global
routine immunization

(DTPcv3) coverage

By 2030, at least 80% of

healthcare institutions

in LMICs have access to
WASH facilities

By 2030, ensure at least 50%
of healthcare institutions in
HICs and LMICs monitor
the time taken for patients
with Sepsis to receive life-
saving antimicrobials.

KPI (Coverage): % of chil-
dren vaccinated with 3 doses
of DTP-containing vaccine
(DTPcv3)

Baseline (2024): 84%

Targets (2030): >90%

KPI (Coverage): % of health-
care institutions in LMICs
with access to WASH facilities
Baseline (2024): 57%-75% (157)

Targets (2030): at least 80%

KPI (Coverage): % of health
care institutions in moni-
toring time taken for patients
with Sepsis to receive life-
saving antimicrobials
Baseline (2024): N/A

Targets (2030): > 50%

Global
Reports —
WHO

Immunization
UNICEF and

UNICEF and WHO Reports
on WASH

TBD and discussed with
GSA Board/RSAs

Strategic Pillar 3.
Whole-of-Society Response

Goal(s) of the Strategic Pillar:

Improving Sepsis literacy among general public, media representatives and public policy-makers through consistent
advocacy, simplified new narrative on Sepsis and engagement of Sepsis survivors and their families in the campaigns.

Improving prehospital recognition of Sepsis and emergency care seeking behaviour in community- and pre-hospital care
settings

By 2030, at least 50% of
public/community  repre-
sentatives incorporate
immunization as a tool in a
Sepsis prevention strategy.

By 2030, at least 80% of
communities  living in
LMICs have access to
WASH facilities as a Sepsis
prevention measure

KPI (Coverage): % of public/
community  representatives
that identify immunization as
a Sepsis prevention strategy
Baseline (2024): 25%

Targets (2030): > 50%

KPI (Coverage): % of HHs in
LMICs with access to WASH
facilities

Baseline (2024): 57%-75%
Targets (2030): > 80%

Community-based surveys

UNICEF and WHO Reports
on WASH

Baseline data from Canada




3.2 By 2030, at least 80% of house-

hold/ community represen-
tatives in HICs and LMICs
identify Sepsis as a medical
emergency requiring
diate emergency care seeking
ilators with oxygen supply,
renal replacement therapies,
patient monitoring systems,
antibiotics, IV fluids)

imme-

KPI (Coverage): % of the pub-
lic/ community representa-
tives who identify Sepsis as a
medical emergency requiring
immediate emergency care
Baseline (2024): NA

Targets (2030): > 80%

KAP and Household Sur-
veys

3.3 By 2030, at least 80% or 155

UN Member States participate
in WSD campaigns and ensure
engagement of public leaders
and media

KPI (Process): % and number
of UN Member States
participating in the WSD
campaign and ensuring
media coverage of WSD
movement

Baseline (2024): > 51% or 100
Targets (2030): > 80% or 155

WSD Movement Database,
GSA

3.4 By 2030, at least 20% of UN

Member States have devel-
oped and started implemen-
tation of evidence-based and
patient-focused =~ Community
Care Cascades for Sepsis

KPI (Coverage): % of UN
Member States with oper-
ational Patient focused

Community Care Cascades
for Sepsis

Baseline (2024): < 10%

Target (2030): > 20%

Annual Global Sepsis
Reports to be initiated by
GSA in 2025

Strategic Pillar 4.
Sepsis Research and Innovations

Goal(s) of the Strategic Pillar:

The baseline data refer to
estimates from GSA and
RSAs reports and experts’
opinions.

Improving public and private research opportunities and funding for Sepsis both in HICs and LMICs

Promoting investments in novel prevention, diagnostic, treatment and Al solutions for Sepsis for paediatric and adult groups

4.1 By 2028, at least 50% (19/38)

OECD  countries  allocate
earmarked public funds for
Sepsis research and academic
collaboration

KPI (Coverage): % of OECD
countries allocating public
funds for Sepsis research and
academic collaboration
Baseline (2024): < 10%

Target (2030): > 50%

Annual Global Sepsis Re-
ports to be initiated by GSA
in 2025

Baseline estimated from
GSA and RSAs reports and
experts’ opinions

42 By 2025, a

Global
Research  and  Innovation
Platform, an international
public-private partnership is
launched to address unmet
needs in Sepsis prevention,
detection and treatment
(including novel  vaccines,
fast pathogen detection tools,
immunomodulatory therapeu-
tics and precision medicine)

Sepsis

KPI (Output): Global Sepsis
Research and Innovation Plat-
form Operational (Yes/No)
Baseline (2024): No

Target (2025): Yes

ToR and Composition of the
Platform; Minutes of Inau-
gural and Regular Meet-
ings;

The Platform to be (co)host-
ed by the Global Sepsis Al-
liance




Strategic Pillar 5.
Sepsis Research and Innovations

Goal(s) of the Strategic Pillar:

In line with WHA70.7, developing and implementing standard and optimal care, and strengthening medical countermeasures
for diagnosing and managing Sepsis in emergencies, including outbreaks, armed conflicts, natural and other man-made disas-

ters.

Strengthening multi-lateral and multi-sectoral cooperation for integrating Sepsis in global frameworks and guidelines for emer-
gency and humanitarian response, and national emergency preparedness and response plans.

5.1 By 2030, at least 50% of UN

Member States have integrated
Sepsis-related interventions
into national PPPR frameworks
and action plans.

5.2 By 2030, at least 80% of UN

Member States have integrated
Sepsis prevention, early detec-
tion, treatment and post-hos-
pital care and rehabilitation in
health protocols for defence/
military personnel and rele-
vant services for civilians under
humanitarian crisis.

5.3 By 2026, humanitarian response

protocols from at least 10
leading international humani-
tarian aid organizations? , inte-
grate Sepsis prevention and
response.

5.4 By 2028, at least 50% of UN

Member States have integrated
Sepsis into national laws and
policies on climate change
adaptation

KPI (Coverage): % of UN Mem-
ber States integrating Sepsis
in national PPPR frameworks
and action plans

Baseline (2024): < 10%

Target (2030): > 50%

KPI (Coverage): % of UN Mem-
ber States integrating Sepsis in
defence/military  healthcare
protocols

Baseline (2024): < 10%

Target (2030): > 80%

KPI (Output): Number of in-
ternational humanitarian aid
organizations integrating Sep-
sis in humanitarian response
protocols.

Baseline (2024): N/A

Target (2030): > 10

KPI (Coverage): % of UN Mem-
ber States with laws/policies
on climate change adaptation
integrating Sepsis

Baseline (2024): < 10%

Target (2030): > 50%

Global Sepsis Reports to be
initiated by GSA in 2025.

Global Sepsis Reports to be
initiated by GSA in 2025.

Guidelines and toolkits
from priority UN agencies
and international humani-
tarian organizations.

Global Sepsis Reports to be
initiated by GSA in 2025.

Baseline estimated from
GSA and RSAs reports and
experts’ opinions

Baseline estimated from
GSA and RSAs reports and
experts’ opinions

Please see Strategic Direc-
tion 5.3 for the list of priori-
ty UN agencies and interna-
tional aid organizations.

Baseline estimated from
GSA and RSAs reports and
experts’ opinions.
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Annex A

The Third International Consensus Definition for Sepsisand Septic Shock
(Sepsi-3)

Sepsis is defined as life-threatening organ dysfunction caused by a dysregulated host
response to infection.

Organ dysfunction can be identified as an acute change in total Sequential [Sepsis-related]
Organ Failure Assessment (SOFA) score =2 points consequent to the infection.

e The baseline SOFA score can be assumed to be zero in patients not known to have
pre-existing organ dysfunction.

® A SOFA score =2 reflects an overall mortality risk of approximately 10% in a general
hospital population with suspected infection. Even patients presenting with modest
dysfunction can deteriorate further, emphasizing the seriousness of this condition
and the need for prompt and appropriate intervention, if not already being insti-
tuted.

In lay terms, sepsis is a life-threatening condition that arises when the body’s response to
an infection injures its own tissues and organs.

Patients with suspected infection who are likely to have a prolonged ICU stay or to die in
the hospital can be promptly identified at the bedside with quick SOFA (qSOFA), i.e., alter-
ation in mental status, systolic blood pressure <100 mm Hg, or respiratory rate >22/min.

Septic shock is a subset of sepsis in which underlying circulatory and cellular/metabolic
abnormalities are profound enough to substantially increase mortality.

Patients with septic shock can be identified with a clinical construct of sepsis with persisting
hypotension requiring vasopressors to maintain Mean arterial pressure (MAP) 265 mm Hg
and having a serum lactate level >2 mmol/L (18mg/dL) despite adequate volume resuscita-
tion. With these criteria, hospital mortality is in excess of 40%.

Source: Singer M, Deutschman CS, Seymour CW, Shankar-Hari M, Annane D, Bauer M, Bellomo
R, Bernard GR, Chiche JD, Coopersmith CM, Hotchkiss RS, Levy MM, Marshall JC, Martin GS,
Opal SM, Rubenfeld GD, van der Poll T, Vincent JL, Angus DC. The Third International Consensus
Definitions for Sepsis and Septic Shock (Sepsis-3). JAMA. 2016 Feb 23;315(8):801-10. doi: 10.1001/
jama.2016.0287. PMID: 26903338; PMCID: PMC4968574.
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Acronyms and Abbreviations

Al
AMR
APSA
ASA
BMBF
CDCs
CHAI
CME
CSA
mYs
ECDC
ECO
EDs
EMS
EMTs
EMSA
ESA
EU
FAO
GARDP
GAVI

GBD
GF
GFF
GIZ
GNP
GSA
HCP(s)
HIA(s)
HICs
ICD
ICU(s)

Artificial Intelligence

Anti-microbial Resistance

Asia-Pacific Sepsis Alliance

African Sepsis Alliance

Federal Ministry of Education and Research in Germany
Centers for Disease Control

Clinton Health Access Initiative

Continuous Medical Education

Caribbean Sepsis and AMR Alliance
Disability-Adjusted Life Years

European Centre for Disease Control
Emergency, Critical and Operative Care
Emergency Departments

Emergency Medical Services

Emergency Medical Technicians

Eastern Mediterranean Sepsis Alliance
European Sepsis Alliance

European Union

Food and Agriculture Organization

Global Antibiotic Research & Development Partnership
Global Alliance for Vaccines and Immunization
Global Burden of Disease

The Global Fund to Fight AIDS, Tuberculosis and Malaria
Global Funding Facility -——

German International Development Agency
Gross National Product

Global Sepsis Alliance

Health Care Provider(s)

Healthcare-Associated Infection(s)
High-Income Countries

International Classification of Diseases

Intensive Care Unit(s)

ICU-LOS Length Of Stay in Intensive Care

IFI(s)
IHME
IPC
ISF
LASI
LMICs
MAP
M&E
MNCH
MODS

International Financial Institution(s)
Institute of Health Metrics and Evaluation
Infection Prevention and Control
International Sepsis Forum

Latin American Sepsis Institute

Low- and Middle-Income Countries
Mean Arterial Pressure

Monitoring and Evaluation

Maternal, Newborn and Child Health
Multiple Organ Dysfunction Score



NAP(s)
NCD(s)
NHS
NICE
WA(S)
NSSG
ODA
PAHO
PASC
PSS
PPPR
PPPs
PTSD

QALYs
oI
qSOFA
R&D
RRS
RRTs
SCC(s)
SOFA
SSA
SSC
SDGs
UN
UNEP
UNICEF
UNGA
UNITE
UHC
US CDC
WASH
WHA
WHO
WOAH
WSC
WSD
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National Action Plan(s) or National Action Planning for Sepsis
Non-Communicable Disease(s)

National Health Service - UK

National Institute for Health and Care Excellence - UK
National Sepsis Alliance(s)

National Sepsis Steering Group - Ireland

Official Development Assistance

Pan-American Health Organization

Post-Acute Sequelae of COVID-19

Post-Sepsis Syndrome

Pandemic Prevention, Preparedness and Response
Public Private Partnerships

Post-Traumatic Stress Disorder

Quality-Adjusted Live Years

Quality-Improvement

Quick SOFA

Research & Development

Rapid Response System

Rapid Response Team(s) to Sepsis

Sepsis Care Cascade(s)

Sequential [Sepsis-related] Organ Failure Assessment
Sub-Saharan Africa

Surviving Sepsis Campaign

Sustainable Development Goals

United Nations

United Nations Environmental Programme

United Nations Children’s Fund

United Nations General Assembly

UNITE Parliamentarians Network for Global Health
Universal Health Coverage

US Centres for Disease Control and Prevention
Water, Sanitation and Hygiene

World Health Assembly

World Health Organization

World Organization for Animal Health

World Sepsis Congress

World Sepsis Day
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