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Most children who die from sepsis live in low- and middle-income countries (LMICs),
yet international pediatric sepsis guidelines are largely derived from evidence gen-
erated in high-income intensive care settings. This creates a fundamental tension
between global standardization of care and unequal health system capacity. Interven-
tions shown to be effective in well-resourced hospitals may not be feasible, safe, or
beneficial in settings with limited monitoring, staffing, and critical care infrastructure.

Recent international pediatric sepsis guidelines, including the 2026 Surviving
Sepsis Campaign guidelines, represent a major effort to synthesize evidence and
standardize care [1]. However, the generalizability of these recommendations to
LMIC settings is uncertain, despite these settings accounting for more than 85%
of global pediatric sepsis cases and deaths [2,3]. Many recommendations assume
access to intensive care services, including mechanical ventilation, invasive monitor-
ing, vasoactive infusions, reliable laboratory testing, and timely escalation to pediatric
intensive care. In many district and referral hospitals, these resources are unavailable
or inconsistent. Guidance intended as a standard of care may therefore be difficult to
implement safely and consistently in practice.

This reflects a broader imbalance in global pediatric evidence generation. Most
clinical trials and observational studies informing sepsis guidelines are conducted in
high-income settings with stable infrastructure, specialist staffing, and established
safety systems. Although methodologically rigorous, this evidence may not translate
reliably to hospitals where staffing ratios are lower, monitoring is intermittent, infusion
pumps are scarce, or oxygen supplies are unreliable. The safety and effectiveness of
treatment depend partly on the health systems in which it is delivered.

The Fluid Expansion as Supportive Therapy (FEAST) trial remains the clearest
example. Conducted in African children with severe infection in hospitals with-
out access to intensive care, the trial showed increased mortality among children
receiving fluid bolus therapy compared with maintenance fluids [4]. These findings
challenged assumptions derived from high-income practice and demonstrated that
treatment effects are context dependent. In settings without mechanical ventilation or
intensive monitoring, aggressive fluid resuscitation may carry substantially different
risks. The lesson from FEAST is not that evidence generated in high-income settings
is invalid, but that evidence cannot be separated from the systems in which care is
delivered.
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Similar challenges arise in South and Southeast Asia, where severe dengue is a
major cause of pediatric shock. Fluid management strategies for dengue differ sub-
stantially from those used in bacterial sepsis because of disease-specific pathophys-
iology, illustrating how recommendations developed for one clinical context may not
always be directly transferable to another [5].

Contextual gaps are evident not only in treatment recommendations but also in the
evidence base underlying them. Conditions that contribute substantially to pediatric
sepsis burden in LMICs, including malaria, dengue, HIV, tuberculosis, sickle cell dis-
ease, and severe malnutrition, receive limited emphasis in the evidence underpinning
international recommendations [3,6]. This risks reducing the relevance of guidance to
the settings where the global burden of disease is greatest.

Yet international guidelines rarely address this uncertainty explicitly. Recommenda-
tions are graded according to evidence quality, but seldom according to how resource
constraints alter risks and benefits. For clinicians working in resource-limited settings,
this creates a practical dilemma: whether to follow recommendations designed for
health systems they do not have, or to depart from guidelines without clear evidence-
based alternatives.

One solution would be the wider use of resource-stratified recommendations.
Tiered guidance for low-, intermediate-, and high-resource settings could improve
usability while preserving evidence-based care. In pediatric sepsis, resource-
sensitive guidance could include differentiated recommendations for fluid resuscita-
tion, antimicrobial delivery, vasoactive support, and monitoring according to available
infrastructure and staffing capacity.

Guideline development processes also remain insufficiently representative of the
settings where most pediatric sepsis deaths occur. Although international panels
increasingly include contributors from LMICs, leadership and evidence generation
remain concentrated in high-income countries.

The format of current guidelines may further limit implementation. Detailed inten-
sive care-focused documents are valuable for specialists but less useful in district
hospitals, where most children with sepsis in LMICs are managed by non-specialist
clinicians. Simplified algorithms aligned with World Health Organization frameworks
could support safer frontline decision making, particularly where staffing and training
are limited [7].

These concerns extend beyond sepsis. Similar criticisms have been made of
Integrated Management of Childhood lliness protocols, growth standards, and nutri-
tional guidance [8—10]. Across global child health, recommendations often embed
implicit assumptions about infrastructure, workforce, and access to care that remain
unacknowledged.

Addressing these limitations will require more than minor revision. Major global
health funders, including the Bill & Melinda Gates Foundation, Wellcome, the
National Institutes of Health, and national research agencies, should prioritize prag-
matic trials and implementation research in district and referral hospitals in LMICs.
Guideline organizations, including the Surviving Sepsis Campaign and the World
Health Organization, should develop formal resource-stratified recommendations and
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ensure leadership from clinicians and researchers working in high-burden settings. Guidelines should explicitly acknowl-
edge resource constraints and provide clear pathways for adaptation across different levels of health system capacity.
The aim of global pediatric guidelines should not be rigid uniformity, but improved outcomes across diverse clinical
settings. More than a decade after FEAST and decades after similar concerns were raised across global child health pro-
grams, resource constraints remain inadequately incorporated into many international recommendations. Continued reli-
ance on guidance that assumes unavailable infrastructure risks perpetuating inequities in care rather than reducing them.
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