The. present invention refers to conjugates of erythropoietin with

pol y(et hyl ene glycol) conprising an erythropoietin glycoprotein having at
l,east one free ami no group and having the in vivo biological activity of
‘causi ng bone marrow cells to increase pggpuction of reticul ocytes and red
bl ood cells and sel ected fromthe group consisting of human erythropoietin
and anal ogs thereof which have sequence of human erythropoietin nodified by
the addition of from1l to 6 glycosylation sites or a rearrangenent of at

| east one glycosyl ation sitegREPHROEIMCOIN BrKIvaReiRg coval ently linked to
"n" poly(ethylene glycol) groups of the fornula

-,CO(O%[er@]Bg[rﬁ ph(OCH err]CHerr])[err]-OR with the carbonyl of each

pol y(et hyl ol) group form ng an am de bond with one of said am no
groups; wherein Ris lower alkyl; x is 2 or 3; mis about 450 to about 900;
nis from1 toThe pesuait mvandomredere totugesates of érpehropdieinwithpolydethylenght  of

the conjugate minus the ervthronoletin ol yogproteln i from 20 kilodal tons
and having the in vivo biological activity of causing bone marrow cells to increase
production of reticulocytes and red blood cells and selected from the group consisting of
human erythropoietin and analogs thereof which have sequence of human erythropoietin
modified by the addition of from 1 to 6 glycosylation sites or a rearrangement of at least
one glycosylation site; said glycoprotein being covalently linked t0™n” poly(ethylene
glycol) groups of the formula —-CO-(CHa)x(OCH,CH,)—OR with the carbonyl of each
poly(ethylene glycol) group forming an amide bond with one of said amino groups;
wherein R is lower alkyl; x is 2 or 3; m is about 450 to about 900; nis from 1 to 3;and n
and m are chosen so that the molecular weight of the conjugate minus the erythropoietin
glycoprotein is from 20 kilodaltons to 100 kilodaltons.



