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INTRODUCTION

Sepsis is an infection-induced syndrome defined as the
presence of two or more of the following features of systemic
inflammation: hyperthermia or hypothermia, leukocytosis or
leukopenia, tachycardia, and tachypnea or supranormal minute
ventilation (Wheeler et al., 1999).

Sepsis, or sepsis syndrome, and septic shock are
commonly used terms. Although these terms frequently
predicted the development of end organ dysfunction or
death, unfortunately they were frequently employed
interchangeably, with consequent confusion between those
with signs and symptoms of infection plus a positive culture
and those without a positive culture. Even more confusion
emerged when some authors considered hypotension or end
organ dysfunction as parts of the sepsis syndrome, whereas
others included those only in the septic shock definitions. In a
Consensus Conference, a uniform set of definitions for sepsis
and related syndromes was proposed and recently reviewed
(Bone et al., 1992)

The inflammatory response occurring during sepsis is
associated with diffuse impairment of endothelial structures,
with consequent increase in vascular permeability. As the

interface between the circulating blood and vascular smooth-



muscle cells, endothelial cells have several key functions: they
actively regulate vascular tone and permeability, leukocyte
extravasation, the balance between coagulation and
fibrinolysis, and the proliferation of vascular smooth-muscle
and renal mesangial cells (Riedemann et al., 2003).

Early goal-directed therapy is an algorithmic approach
to hemodynamic optimization and resolution of global tissue
hypoxia within the first 6 hours of disease presentation. The
strategy targets normal oxygen delivery by optimizing preload,
afterload, oxygen content, and contractility to achieve a
balance between tissue oxygen delivery and consumption
(guided by central venous pressure, mean arterial pressure, and
Central venous oxygen saturation (ScvO2) monitoring
(Osborn et al., 2005).

The use of corticosteroids as an adjunctive therapy has
been controversial for decades (Russell, 2006). Short course of
high dose corticosteroids has been accepted therapy.
Subsequent studies, however, did not confirm a survival
benefit with this regimen and suggested an increase in super
infection-related mortality (Lefering et al., 1995). Studies that
have used lower doses of hydrocortisone (200 to 300 mg per
day) for longer durations have reported earlier reversal of

shock and improved survival (Annane, 2005).



Recently, a new concept emerged using low dose long-
term corticosteroids for sepsis-induced adrenal insufficiency
and catecholamine-dependent sepsis. Results of small,
randomized clinical trials are promising, suggesting a new role
for corticosteroids in sepsis However, many observations
argue that suboptimal cortisol production may be common and

associated with worse outcomes. (Bellissant et al, 2009).



AIM OF THE WORK

This study aims to compare the effect of continuous
intra-venous infusion of low dose versus intermittent injection
of bolus doses of hydrocortisone on supporting the circulation
In septic patients with favorable effect on the immune
response, with a trial to evaluate the value of free cortisol level
as a prognostic marker of severity in patients with severe

sepsis.



