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5 ABSTRACT

A process for substantially reducing levels of circulating
chromatin fragments (CCFs) from a medium using binding
agents such as antibodies or antibodies complexed with
haemocompatible natural polymer substrates like as alpi-
nates, chitosan and pullulan to form complexexd antibody-
substratc nano-particulates (CNP) to bind and/or inactivate
CCFs is disclosed. The amount of antibody bound to the
polymer varies from 30% to 100% of activated sites in the
polymer. Elevated levels of CClFs can be substantially
reduced following administration of tissue damaging agents
that generate apaptotic chromatin fragments by the cancomi-
tant administration of CNPs or concomitant administration of
M4 antibody alone. A method of treatment is disclosed
wherein therapeutic dose of CNPs, or H4 antibady alone, are
administered systematically, ororally, ina delivery system Lo
curb pathological conditions that are associated with
increased burden of circulating chromatin fragments.

13 Claims, 11 Drawing Sheets
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I A nethod for substantially reducing levels of circulating chromatin fragments (CCFs) froma medium ofa
sunnnl in need thereof, comprising introducing into the mediuma nanoparticle comprising (a) a polymer having
A selective aflinity to liver of said mammal, and (b) an antibody that binds CCFs, wherein the antibody is

covalently bound to the polymer.
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