ABSTRACT SOLUBLE GLYCOSAM NOGLYCANASES AND METHODS OF PREPARI NG AND USI NG
SOLUBLE GLYCOSAM NOGLYCANASES The invention relates to the discovery of
novel sol uble neutral active Hyal uroni dase d ycoproteins (sHASEGPs),

met hods of manufacture, and their use to facilitate adm nistration of other
nol ecules or to alleviate glycosaninoguycan associ at ed pat hol ogi es.

M nimally active pol ypepti de domai ns of24bhe sol ubl e, neutral active sSHASEGP
dormai ns are described that include asparagi ne-1inked sugar noieties
required for a functional neutral active hyal uroni dase domai n. |Included are
nodi fi ed ampsrrA€rm nal | eader peptides that enhance secretion of sHASEGP.
The invention further conprises sialated and pegylated forns of a

reconbi nant sHASEGP to enhance stability and serum pharnacoki netics over
natural |y occurring sl aughterhouse enzynes. Further described are suitable

fornul at i oD BIEE VIDSC@SAMVANDGIPTANASES A0 METIRODS SHAPEREP ARINCGOANDL ei n
derived froma eukaryotic cell that generate the proper glycosylation

requi red f arSINGSSOGDUBNEBIGIOCOSAMINOGEYEANASES

The invention relates to the discovery of novel soluble neutral active Hyaluronidase
Glycoproteins (SHASEGPs), methods of manufacture, and their use to facilitate administration
of other molecules or to alleviate glycosaminoglycan associated pathologies. Minimally active
polypeptide domains of the soluble, neutral active sHASEGP domains are described that include
asparagine-linked sugar moieties required for a functional neutral active hyaluronidase domain.
Included are modified amino- terminal leader peptides that enhance secretion of SHASEGP. The
invention further comprises sialated and pegylated forms of a recombinant SHASEGP to
enhance stability and serum pharmacokinetics over naturally occurring slaughterhouse enzymes.
Further described are suitable formulations of a substantially purified recombinant sHASEGP
glycoprotein derived from a eukaryotic cell that generate the proper glycosylation required for

its optimal activity.
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