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Detailed description of the invention 



According  to  a  first  aspect  of  the  present 



invention, there is provided a purified and isolated 



polypeptide having the biological properties of naturally- 



occurring metalloproteinase inhibitor and possessing at 



least  amino  acids   1-42   of  the  primary  structural 



conformation of human metalloproteinase inhibitor as set 



forth in Figure 2 or any naturally occurring allelic 



variant thereof. 



According to a second aspect of the present 



invention, there is provided a purified and isolated DNA 



sequence coding for procaryotic or eucaryotic host 



expression of a polypeptide having the primary structural 



conformation and biological properties of metalloproteinase 



inhibitor of the first aspect of the invention. 



According  to  a  third  aspect  of  the  present 



invention, there is provided a biologically functional 



plasmid or viral DNA vector including a DNA sequence of the 



second aspect of the invention, as well as a procaryotic or 



eucaryotic host call stably transformed or transfected with 



such a DNA vector. 



According  to  a  fourth  aspect  of  the  present 



invention, there is provided a polypeptide product of the 



expression in a procaryotic or eucaryotic host cell of a 



DNA sequence of the second aspect of the present invention. 



According  to  a  fifth  aspect  of  the  present 



invention, there is provided a process for the production 



of a polypeptide having part or all of the primary 



structural conformation and one or more of the biological 
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properties   of  naturally   occurring   metalloproteinase 



inhibitor, said process comprising: 



growing,  under  suitable  nutrient  conditions, 



procaryctic or eucaryotic host cells transformed or 



transfected with a DNA vector of the third aspect of the 



present  invention,  and  isolating  desired  polypeptide 



products of the expression of DNA sequences in said vector. 



According to a sixth aspect of the present 



invention, there is provided a purified and isolated human 



metalloproteinase  inhibitor of the first aspect of the 



present invention and/or produced by the method of the 



fifth aspect of the present invention free of association 



with any human protein in glycosylated or nonglycosylatad 



form as well as a pharmaceutical composition comprising an 



effective amount of a polypeptide of the first aspect of 



the present invention and/or produced by the method of the 



fifth   aspect   of   the   present   invention   and   a 



pharmaceuticaally acceptable diluent, adjuvant or carrier 



and a medicament for inhibiting tumor cell dissemination in 



a mammal having as an active ingredient an effective amount 



of a polypeptide of the first aspect of the present 



invention  and  a  medicament  for  treating  rheumatoid 



arthritis in a mammal having as an active ingredient an 



effective amount of a polypeptide of the first aspect of 



the present invention. 



According  to  a seventh  aspect of the  present 



invention, there is provided a DNA sequence coding for an 



analog of the human metalloproteinase inhibitor of the 



first aspect selected from the group consisting of: 



a) [err] metalloproteinase inhibitor; and 



b) metalloproteinase inhibitor wherein one or more 



cysteincs are replaced by alanine or serine and a 
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polypeptide product of the expression in a procaryotic or 



eucaryotic host cell of such a DNA sequence. 



According to the eighth aspect of the present 



invention,  there  is  provided  an  antibody  specifically 



binding metalloproteinase inhibitor of the first aspect of 



the present invention. 









Thus, according to the present invention, a 



novel protein metalloproteinase inhibitor (MI) and DNA 



sequences coding for all or part of such MI are 



provided. Such sequences include: the incorporation 



of codons "preferred" for expression by selected 



nonmammalian hosts; the provision of sites for cleavage 



by restriction endonuclease enzymes; and the provision 



of additional initial, terminal or intermediate DNA 



sequences which facilitate construction of readily 



expressed vectors. The present invention also provides 



DNA sequences coding for polypeptide analogs or 



derivatives of  MI which differ from naturally-occurring 



forms in terms of the identity or location of one or 



more amino acid residues (i.e., deletion analogs 



containing less than all of the residues specified for 



MI; substitution analogs, wherein one or more residues 



specified are replaced by other residuet; and addition 



analogs wherein one or more amino acid residues is 



added to a terminal or medial portion of the 



polypeptide) and which share some or all the properties 



of naturally-occurring forms. 



Novel DNA sequences of the invention include 



sequences useful in securing expression in procaryotic 



or eucaryotic host cells of polypeptide products having 



at least a part of the primary structural conformation 



and one or more of the biological properties of 



naturally-occurring MI. DNA sequences of the invention 



specifically comprise:  (a) the DNA sequence set forth 



in Figure 1 or Figure 2 or their complementary strands; 



Specifically comprehended are genomic DNA sequences 



encoding allelic variant forms of MI and/or encoding MI 



from other mammalian species, and manufactured DNA 



sequences encoding MI, fragments of MI, and analogs of 



MI which DNA sequences may incorporate codons 



facilitating transcription and translation of messenger 
















































































































































































































































