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1. The primary hypothesis is wrong. Runaway inflammation is not responsible for the
morbidity and mortality rates related to sepsis.

2. Heterogeneity results in low signal/noise ratio
a) Enrolled patients are too diverse, with differences in co-morbidities, severities of
illness, types of infecting pathogens, and sources of infection.
b) Conventional management is variable and uncontrolled.
¢) Variability in investigator sites, country differences, cultural differences,
differences in the time to patient randomization from onset of sepsis.

3. Original sample sizes were too small, mainly as a result of overestimates of risk of
death and overly exuberant expectations in the potential benefits of
immunomodulation. Larger sample sizes are needed to unmask the relatively small
beneficial effects of immunomodulation.

4. Preclinical investigation supporting the hypothesis or study agent is insufficient.
Animal moedels of sepsis have limited applicability and may not properly replicate
human sepsis.

5. Enrollment criteria are exclusively dependent on overly sensitive, nonspecific clinical
signs and should focus on narrower cohort of severely ill patients with reversible
physiology, not the entire sepsis population.

6. The interventions tested were ineffective. Dases studied were too high or too low or
too few. The experimental agent's efficacy may change as industry scales up
production by changing the manufacturing process.

7. The 28-day mortality endpoint is too rigid or too crude and represents the wrong
endpoint. Should study reversihility of organ failure or circulatory shock.

8. Clinical investigation is premature given the extreme complexity of the inflammation
cascade and the present day limitations in our understanding of the underlying
fundamental biology.

9. Subsequent studies driven by premature and spurious findings from post hoc,
subgroup analyses.

10. The severity of disease was too low or too high. In some studies, failure to stratify
patients for severity of illness.

11. Inadequate monitoring or quality control of investigation sites in conjunction with
lucrative per capita reimbursement encourages enrollment of inappropriate cases.
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Abstract

It is very important to treat infection and metabolic disorders for the critical care. Recently, the
cytokine imbalance of inflammatory cytokine predominant (SIRS) or anti-inflammatory cytokine
predominant (CARS) may state the host defence such in those critical conditions.

Especially for the management of patients with severe burn and severe head injury, we must take
care of metabolic condition and immunologic condition as well as cardiovascular and respiratory
systems. When the pathophysiology of these conditions from the viewpoint of cytokine imbalance
will be clarified, there may be the possibility to treat those critical conditions through the cytokine
modulation therapy.

In this review, I describe the possibility of cytokine modulation therapy in future according to my
experimental findings.
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