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Activated Recombinant

Protein C for

Control of Acute, Systemic
Inflammation and Coagulation



Mechanism of Action of ATIII



Protein C Pathway



Tissue Factor Pathway Inhibitor



Inhibition of Inflammation by APC



Indication of Prognositic
Significance

Protein C Levels as a prognostic indicator of
outcome in sepsis and related diseases.

Charles J. Fisher, Jr., MD, S. Betty Yan, PhD

Crit. Care Med 2000, VOL 28, No. 9 (Suppl) S49-56



Correlation of Protein C Activity
and Probability of Survival



Phase I Safety Trial

Crit Care Med 2001 Vol 29, Pages 2051-59

Safety and dose relationship of recombinant
human activated protein C for coagulopathy
in severe sepsis

Gordon R. Bernard, E. Wesley Ely, Theressa J. Wright,
Joseph Fraiz, Jerome E. Stasek Jr., ;James A. Russell, Irvin
Mayers, Brian A. Rosenfeld, Peter E. Morris, S. Betty Yan,
Jeffery D. Helterbrand, (rhAPC Sepsis Study Group



Dose Dependent Reduction of
 D-Dimer by APC



Phase III Trial Showing Efficacy
of Activated Protein C in Sepsis





Patients Were
Older (>60

yrs), Had High
APACHE II
scores (25+),

and Had Multi-
organ

dysfunction



Infections
Where Primarily
Pulmonary and

the Vast
Majority Were

Bacterial (Staph,
Strep, E. Coli)



Baseline D-
Dimer and
IL-6 Levels

Were
Elevated

and Protein
C levels

Were Down



Septic Patients on rAPC Had
Lower D-Dimer Levels



Study Was Stopped Due to Survival
Advantage in Treated Group



rAPC Treated
Group Had

More
Bleeding but

Less
Thrombosis


