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Sepsis is a challenging condition since ancient times.
In Egypt, 5000 years ago, a surgical practitioner
treating a man with a broken arm and an external
wound referred that the patient had reached a
“decisive point” referring to the line between life and
death and said with conviction “... an ailment with
which I will contend” (Breasted, 1930). This story is
told in Edwin Smith’s Surgical Papyrus, the oldest
surgery treatise (Elsberg, 1931, Breasted, 1930).
Interpreters of this story surmised this patient was
suffering from blood poisoning (Breasted, 1930), a
condition today known as sepsis.

Sepsis is a recognised global health concern,
but the true epidemiology of sepsis is unknown. It is
estimated 49 million people worldwide are affected
annually, including 5,6 million women with maternal
disorders, 4,9 million children and adolescents, and 5,1
million neonates (Rudd et al., 2020). Of those affected
by sepsis, 11 million will die, including 2,9 million
children younger than 5 years (Rudd et al., 2020).
These estimations are the most robust epidemiological
evidence available, however, it also has limitations.
Modelling estimations were restricted to the
information available on individual vital registries or
admissions identified by the International
Classification of Diseases (ICD) coding related to
sepsis and definitions of sepsis (Rudd et al., 2020). The
quality and availability of information vary across
settings, with low- and low middle-income countries
(L-LMIC) historically having suboptimal registration
of health information, possible due to the lack of
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resources to manage health registries (Fleischmann et al., 2016, Rudd et
al., 2020). Therefore, the true global epidemiology of sepsis is
unknown.

The knowledge of sepsis, diagnosis and treatment has evolved
but disparities remain in the application of this knowledge. The first
consensus on sepsis was followed by multiple iterations that lead to the
latest definition, the Sepsis-3 (Singer et al., 2016, Bone et al., 1992).
Today, sepsis continues to be an ailment clinicians contend, and
despite the advances in medical science and clinical consensus on what
sepsis is, there is no reliable test to diagnose sepsis nor a specific
medicine to treat it. Clinicians suspect sepsis in the presence of life-
threatening organ dysfunction caused by a dysregulated host response
to an infection (Singer et al., 2016). Essential treatment includes: the
administration of 1) antimicrobials prior the obtention of cultures, 2)
fluids, 3) vasopressors if there is hypotension despite a proper fluid
challenge, and 4) monitoring lactate levels and hemodynamic response
(Evans et al., 2021). Over the last three decades, the emergence of the
Surviving Sepsis Campaign movement has improved sepsis diagnosis
and care but adherence to treatment guidelines varies widely (Levy et
al., 2014). For example, in a study on 386 adult intensive care units
(ICUs) from 22 Asian countries, the compliance to the sepsis 1hour
bundle was 26% in L-LMIC, 22% in upper middle-income countries
and 16% in high income countries, this adherence resulted in an overall
hospital mortality of 36% with no difference across income settings (Li
et al., 2022). On the contrary, in 45 ICUs from Turkey, researchers
reported no adherence (0%) to the bundle elements within 3 to 6 hours
of the suspicion of sepsis, and mortality for sepsis and septic shock
were 22% and 78% respectively (Bahar et al., 2021). The reasons for this
variation may be related to the insufficient training, the characteristics
of the culture related to quality improvement and the disparities in the
access to the diagnosis and treatment of sepsis. Nonetheless, in settings
where improvement was well documented, more lives were saved
(Levy et al., 2014), and at the same time a new clinical entity featuring a
constellation of functional, cognitive and phycological impairments
was described (Mostel et al., 2019). These impairments represent
additional burden to sepsis survivors, their families and the health
systems.

There is emerging evidence highlighting the health burden
experienced by sepsis survivors in the long term. Researchers found a
large proportion (60%) of sepsis survivors reporting cognitive
complains up to lyear and experiencing different levels of physical
impairment for more than 3-years after hospital discharge, and they
remain prone to new infections and readmission (Ehlenbach et al.,
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2018, Cuthbertson et al., 2013, Prescott et al., 2016). In addition to the
individual suffering, the impact of sepsis in the survivor’s families, the
health systems and the society is unclear. In L-LMIC it is likely the
same disparities observed in the access to treatment may affect the
access to care in the long-term, preventing the adequate management
of post sepsis comorbidities. It is in these low resource settings were
most of the burden of sepsis resides (Rudd et al., 2020, Fleischmann et
al., 2016, Cassini et al., 2020), where sepsis research is limited and
where the true burden of sepsis in the long term is unknown. In the
fight against sepsis, no one should be left behind.

Sepsis requires a sustained, integrated global public health
response. The Global Sepsis Alliance (GSA), a global advocate for
sepsis, is leading the international sepsis agenda. In parallel to the past
World Health Assembly of May 2024, during the “Multi-Stakeholder
Dialogue to develop the 2030 Global Agenda for Sepsis” the GSA
proposed five pillars (see Table) to structure such agenda in the pursue
of a “world free of sepsis” (Couball, 2024). There is common consensus
among GSA leaders that political leadership play a pivotal role in
facilitating strategic cooperation among stakeholders at different levels
of decision making. Cooperation and political action are fundamental
to prepare health systems to be ready not only for sepsis response but
also for future pandemics, humanitarian crisis and other emergencies.
There is no doubt that society, patient and public involvement are an
essential component of such response. Societal awareness of the
burden of sepsis will push political action and multilateral cooperation.
To tailor an integrated public health response to sepsis, decision
making at all levels must be led by evidence. Therefore, research and
innovation become underlying conditions for data driven actions
against sepsis.

Table
Pillars of the 2030 Global Agenda for Sepsis

Political Leadership and Multilateral Cooperation Strategic
Health System Readiness for Sepsis and Its Sequelae Strategic
Whole-of-Society Response to Sepsis Strategic

Sepsis Research and Innovations, and Strategic

5. Sepsis in Pandemics and Other Emergencies

RN =

Source: Couball (2024).

The future sepsis agenda shows promise to address perennial
disparities in the access to sepsis care. Sepsis is a medical emergency,
and it is preventable. When a patient is admitted to the ICU with septic
shock, preventive measures have failed. The health system has failed.
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However, sometimes ICU care is unavailable in countries with limited
health resources. It is likely that a global advocacy for sepsis may help
our brothers and sisters from regions in the world where there is poor
sanitation, limited access to clean water, vaccination and safe delivery,
to improve infection prevention and access to essential sepsis care.
These problems are not new; however, the global advocacy is giving
momentum and hope for a sustainable global response to sepsis. Like
in the ancient times, we have reached a decisive point. To achieve a
“world free of sepsis,” it is time for critical care nurses to play a pivotal
role beyond the ICU, in the global health arena.
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