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Malaria, a devastating disease transmitted by mosquitoes, continues to plague many
regions worldwide, affecting millions of lives annually. According to the latest World
Malaria Report by the World Health Organization, there were 247 million new cases
reported in 2021 [1]. Among those infected, a small but significant percentage develops
severe malaria in one or more of its various forms, which poses a particularly grave
threat [2]. In this Editorial, we examine recent multidisciplinary research that sheds light
on the pathology of severe malaria, offering insights to deepen our understanding of this
deadly disease. A central factor in the pathology of severe malaria is the immune response.
The article “Characterization of Lymphocyte Subsets in Lymph Node and Spleen Sections
in Fatal Pediatric Malaria” focused on understanding the lymphocyte subsets in pediatric
malaria patients who died from two different clinical forms of severe malaria: severe
anemia and cerebral malaria [3]. This research acts as a crucial piece of the puzzle in our
understanding of immune dynamics and could pave the way for targeted therapies.

Cerebral malaria, which is the deadliest neurological manifestation of malaria, has
been the main focus of severe malaria research for a long time. The article titled “Treatment
Reducing Endothelial Activation Protects against Experimental Cerebral Malaria” high-
lights the critical importance of comprehending the pathophysiology of cerebral malaria [4].
The activation of endothelial cells in the brain microvasculature is a major contributor to
the development of cerebral malaria [5]. Targeting this process could unlock new possibili-
ties for potential therapies. While cerebral malaria has received much attention in severe
malaria research, other equally devastating complications have been neglected for decades.
One such complication that is of paramount significance is acute kidney injury (AKI) [6].
The article “Pathophysiology of Acute Kidney Injury in Malaria and Non-Malarial Febrile
Iliness: A Prospective Cohort Study” sheds light on this underexplored issue by examining
markers of immune and endothelial activation in children in Uganda [7].

Understanding severe malaria, with its complex pathophysiology, requires a multi-
faceted approach, and animal models are an essential tool that help researchers in this
endeavor [8]. The article, “Novel Experimental Mouse Model to Study Malaria-Associated
Acute Kidney Injury,” exemplifies the pivotal role that these models play in advancing our
comprehension of the disease [9]. The development of a new mouse model that mimics
malaria-associated acute kidney injury is a significant breakthrough. This model enables
researchers to study the intricate pathology of AKI in severe malaria. It provides a platform
for testing potential treatments and interventions, discovering new biomarkers and ulti-
mately accelerating the implementation of adjunctive therapies for this specific condition.

Severe malaria poses a significant global challenge, but its impact varies across regions.
P. falciparum, one of the five species of Plasmodium that infect humans, causes most of
the severe and fatal cases [10]. However, the article “A Retrospective Review on Severe
Malaria in Colombia, 2007-2020" reveals that the situation is different in this region. The
study shows that P. vivax is responsible for most of the severe malaria cases in Colombia,
challenging the widely accepted belief that only P. falciparum causes severe malaria [11].
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To tailor effective intervention strategies, it is crucial to understand the specific challenges
and patterns of severe malaria in each context. Another article, “Analysis of Fifty Years
of Severe Malaria Worldwide Research,” offers a comprehensive analysis that reflects the
collective wisdom of the scientific community [12]. This study helps us to understand the
evolution of our understanding of severe malaria from fifty years ago to the present day,
highlighting progress and persisting challenges.

Although the ultimate goal of eradicating malaria is being pursued, this ancient
disease—once known as the “king of diseases”—remains a major threat and is still among
the top five causes of death in children [13]. The ultimate goal is to eradicate malaria,
but it is impossible to set a specific timeline for this due to the complexity and difficulty
involved. In fact, the WHO Strategic Advisory Group on Malaria Eradication has stated
that “eradication by a specific date is not a promise we can make” [14]. It is our moral
responsibility to reduce the number of children that succumb to malaria every year until
we are able to eliminate the disease completely. It is crucial to make international efforts not
only to eradicate malaria but also to improve treatment for severe malaria complications
and decrease the number of deaths.

In conclusion, the pathology of severe malaria is a multifaceted puzzle, and each of
these articles represents a piece of critical research that contributes to a broader understand-
ing of this complex disease and paves the way for better diagnosis and treatments.
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