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Platelet activation plays an important role in the development of sepsis. During sepsis, platelet activation leads to

Sepsis endothelial cell injury and promotes neutrophil extracellular trap and microthrombus formation, exacerbating

Platelet activation
Antiplatelet drugs
Aspirin
Clopidogrel

septic coagulation and inflammatory reactions. The resultant induction or aggravation of disseminated in-
travascular coagulation (DIC) leads to organ damage. Antiplatelet drugs can inhibit coagulation and in-
flammatory reactions in models of sepsis, reducing damage to organ function. Clinical studies suggest that as-
pirin may improve the prognosis of patients with sepsis. In conclusion, antiplatelet drugs are promising agents

that can improve the prognosis of sepsis patients and are expected to become a new line of treatment. However,
further clinical studies are required for validation.

1. Introduction

Sepsis is characterized by complex pathological mechanisms and
has a high mortality rate [1]. In 1991, a consensus conference proposed
the initial definition of sepsis as “a host's systemic inflammatory re-
sponse syndrome (SIRS) to infection” [2]. In 2016, a new sepsis defi-
nition was developed as “a life-threatening organ dysfunction caused by
a dysregulated host response to infection” [3]. The new definition of
sepsis shifts emphasis from SIRS to organ dysfunction. For many years,
there have been numerous studies on sepsis, but treatment outcomes
have been less than ideal. Sepsis and the concomitant multi-organ
dysfunction are still the primary causes of death in seriously ill patients
[4]. In recent years, an increasing number of studies have shown that
platelets participate in the pathophysiological processes of sepsis and
play an important role in organ damage [5,6]. When pathogens invade
the body, activation of the coagulation system at the site of infection
and thrombus formation in local capillaries serve as defense mechan-
isms that limit the infection to the lesions by a process known as im-
mune thrombosis [7]. In sepsis, these local reactions spread to the en-
tire body, and a loss of control of the “inflammation-coagulation”
interaction leads to disseminated intravascular coagulation (DIC) and
subsequent multi-organ dysfunction syndrome (MODS). Inflammation-
coagulation reactions in sepsis and damaged endothelial cells induce

platelet activation, and these activated platelets can further exacerbate
the systemic inflammatory reactions and coagulation disorders through
interactions with inflammatory and endothelial cells, as well as through
other mechanisms [8-10]. Thus, inhibiting platelet activation may re-
duce the uncontrolled inflammatory and coagulation reactions in
sepsis, alleviate the severity of organ damage, and improve the prog-
nosis of sepsis.

2. Methods

We searched the MEDLINE and Web of Science databases for
English-language sources using the following keywords: platelet acti-
vation, platelet function, antiplatelet, platelet inhibitor, aspirin, acet-
ylsalicylic acid, clopidogrel, sepsis, and septic shock. Clinical studies
published before July 2017 were selected if they (1) included patients
receiving antiplatelet therapy and were compared with a placebo or no
antiplatelet treatment, (2) included the clear diagnostic criteria for
sepsis, and (3) reported mortality as a consequence of the sepsis episode
(selected studies are shown in Table 1). Non-adult studies were ex-
cluded.

Abbreviations: ADP, adenosine diphosphate; APC, activated protein C; AT-III, antithrombin III; ATP, adenosine triphosphate; cAMP, cyclic adenosine monophosphate; CLP, cecal ligation
- perforation; DIC, disseminated intravascular coagulation; LPS, lipopolysaccharide; IL-1, interleukin-1; MODS, multi-organ dysfunction syndrome; MCP-1, monocyte chemoattractant
protein 1; NETs, neutrophil extracellular traps; NF-kB, nuclear factor-kB; NK cell, natural killer cell; NO, nitric oxide; PAF, platelet-activating factor; PAR), protease-activated receptor;
PF4, platelet factor 4; PSGL-1, P-selectin glycoprotein ligand 1; SIRS, systemic inflammatory response syndrome; sTLT-1, soluble triggering receptor expressed on myeloid cells (TREM)-
like transcript-1; TLR, Toll-like receptor; TXA2, thromboxane A2; TF, tissue factor; TFPI, tissue factor pathway inhibitor; VCAM-1, vascular cell adhesion molecule-1; vWF, von Willebrand
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