Current Status of Complement Activation in
Trauma and Attempts to Manipulate the
System to Prolong the Golden Hour
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OUTLINE

— Complement Activation in Trauma Patients —
The Hungarian Study
— Complement Inhibition Therapy with hrDAF

e Experimental Design
* DAF Alone
e DAF with Hextend

— What Is Next?
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The Hungarian Study

e Adult patients with blunt multiple or severe
injuries (1SS>12) admitted directly to the shock
room then transferred to ICU

e Exclusion criteria: age<18 years; penetrating
injury; time between injury and admission > 3
hours; transport from other hospital; presence of
non-traumatic severe disease (eg: stroke, cancer)

e Complement measurements performed at
admission, then 1,3,6,12,24 hours later



sC5b-9 concentration

Higher sC5b-9 Levels at Admission Relates to Mortality
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sC5b-9 concentration
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Typical Kinetic Curves of sC5b-9 Changes After Multiple Injury

Steadily decreasing (dotted line), steadily increasing (broken line),
fluctuating (solid line)
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Occurence of Clinical Triad (hypotension, elevated serum lactate,
coagulopathy) in Patients with Different Complement Activation
Kinetics
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Bb level (ug/ml)

Correlation of Bb with sC5b-9 Levels at Admission

(* = p<0.05;

** = p<0.001)
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Complement Inhibition Therapy with
Human Recombinant Decay
Accelerating Factor (hrDAF)
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Mean arterial pressure (mm Hg)
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Experimental Design

Infusion (mL/kg b.w.)
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DAF Alone
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Total fluorescence of C5a

Scale Bar:50 um H H+D5 H+D25 H+D50

H+D25 ng(6) H+D50 pg(8)



H H+D5 H+D25 H+D50

Total fluorescence of C5b-9
(area in pixel squared)

Anti-C5b-9:

Anti-GAPDH:

H+D5 H+D25 H+D50

C5b-9 / GAPDH in Lung




DAF with Hextend



(Hextend vol./TBL) x 100
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Cumulative fluid infusion

Hemorrhage (H) + Hextend®

H + DAFSug + Hextend®
B H + DAF2S.g + Hextend®

H + DAFS0ug + Hextend®
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Scale Bar:50 um

Total fluorescence of C5b-9

Anti-C5b-9: e ® »
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Anti-C3a:

Anti-GAPDH:

C3a / GAPDH in Lung
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What Is Next?

DAF alone (w/o Hextend) afforded best
protection against damage in gut and lung due
to hemorrhage

High dose of DAF with Hextend -?

Preliminary data on FDA approved Clinhibitor
shows similar beneficial effects of DAF

FY10 - Testing of New Genentech inhibitor of

the alternative pathway in trauma model at
BHT
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CLASSICAL PATHWAY
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Complement Inhibition Drug
Discovery

Molecular Mechanisms of Action

Test Feasibility Pig models

Identify Target .
AR In Vitro and Roden *Efficacy
Models *Toxicity
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eCombined trauma / hemorrhagic shock model in pigs
eUse of non-human primates for POT-4 (compstatin)




