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Schematic Showing General Approach to
Engineering Hybrid Nuclease Fe¢ Fusion Proteins
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R5LV-124 Shows Bi-Phasic PK response in mice

In Vivo haif-iife of RSLV-124 in mice (single 150 ug Lv. injection)
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Enzyme Activity (RFUs/min}
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RSLV-124 Retains Full Enzyme Activity In Vivo

180600

RSLV-124 RNase Activity
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RS1Y.124 Protein Concentration
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SRED Analysis of RNase Enzymatic Activity
in the KNase Tg. Mice
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ELISA Quantitation of Serum Rhase Levels
in the RNase Tg. Mice
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RNase Expression Reduces Mortality in the TLRY Mice
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Reduction in Interferon Stimulated Genes (ISG's)
in the Double Transgenic Mice

TLR7.1 and TLR7.1 X RNase IRGs in spleen.
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Transient Expression of Nuclease Fc¢ Fusion Proteins
in COS Cells
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RNase Enzymatic Activity of Protein-A Purified Nuclease
Fc Fusion Proteins Using SRED Assay

2ug  iug  O.5ug 0.25ug

Figure 10



1125

ty Assay

i

W

t

Ac

ic

LNase Enzymat

n-{zal

§

Ao yNG 8nT

wgwre 1a

. e



12/25

in-Gel DNase Enzymatic Activity Assay
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in-Gel DNase Enzymatic Activity Assay
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Guantitative Fluorescent RNase Enzymatic
Activity Assay (RNaseAlert QC System)
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Enzyme Kinetic Analysis of RNase Activity
of RNase Fc Fusion Proteins
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Analysis of Cytotoxicity in THP1 Cells Treated with RNase Fe
Fusion Proteins with Wild Type and Mutant Fo Domains

Cell Death - Annexin V Binding to THP1 - 3 day Assay
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FACS Profile of Cells Treated with RNase Fe Fusion Proteins
with WT and Mutant Fo Domains
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RSIV-132 Potently inhibits IFN Production
Induced by SLE Patient IC's
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RSLV-132 is g Highly Active RNase
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RELV-133 Demonstrates A Highly Active RNase Molety

lar Enzyme Comparison
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RELV-133 Demonstrates A Highly Active DNase Molety
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RSLV-133 Is a Highly Contains a Highly Active DNase Moeity
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RSLY-132 Demonstrates
Decreased Fc Receptor Binding
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