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Abstract

Humans have to contend with various diseases
resulting from inadequate or excessive activation of
host defense mechanisms. A typical example of such
diseases is sepsis, which is generally considered as a
disease induced by excessive systemic release and
activation of endogenous inflammatory mediators.
Inflammatory mediators are known to be involved in
the regional release or release into the circulatory
system of cytokines (cytokinemia), activation of
neutrophils, monocyte‘s, macrophages, endothelial
cells, platelets, and other cells, activation of plasma
protein cascades, such as those of complement,
coagulation, fibrin, and contact systems, release of
proteases in injured tissue, formation of lipid
mediators, such as eicosanoids and platelet activating
factor; and generation of oxygen and nitrogen radicals.
In addition, many substances which attenuate
inflammatory reactions, such as anti-inflammatory
cytokines, soluble cytokine receptors, protease

inhibitors, and acute-phase proteins, including stress
hormones, are released during host defense responses.
Over the past 20 years, the mainstream view is that
in most cases, the mortality and morbidity from sepsis
is attributable to excessive inflammatory responses
of the host to bacteria and bacterial products. Since
promising results were obtained in preclinical studies,
drugs designed to restrict these host inflammatory
responses have been examined in a number of clinical
studies. However, at present, activated protein C is
the only drug whose benefit has been demonstrated in
clinical studies in human subjects. It is unclear
whether the failures are associated with a lack of
biological activity of the test drugs, or whether this
approach itself is inappropriate. This paper outlines
the results of clinical studies of drugs targeted against
host inflammatory responses in sepsis, and describes
the problems associated with them and their future
prospects.

Key words : sepsis, anti-inflammatory therapy, steroid, cytokine, endotoxin
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The usage of therapeutic drugs and its valuation
Shigeatsu Endo, Nobuhiro Sato
Department of Critical Care Medicine, Iwate Medical University School of Medicine

Abstract
Despite advances in supportive care and medical technology, the mortality rate from

SIRS/sepsis remain high. Over the last 20 years, prevailing thought has attributed much

of the morbidity and mortality of sepsis to an overexuberant host inflammatory response

to bacterial products. In preclinical studies, agents designed to limit this host pro—inflam-

matory response showed promising effects, prompting numerous clinical trial. The pur-

pose is to review the lessons learned from large clinical trials in SIRS/sepsis over last ten

years.

Key words: therapeutic drug, crinical trial, endotoxin, cytokine, mediator
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