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(57) ABSTRACT 

A Water soluble polymer is provided having tWo or more 
oligomers linked to each other by hydrolytically degradable 
carbonate linkages. The polymer can be hydrolytically 
degraded into oligomers (e.g., oligomers of ethylene oxide) 
under physiological conditions. The polymer can be conju 
gated to biologically active agents such as proteins or 
peptides to impart improved Water solubility, reduced immu 
nogenicity, reduced rate of renal clearance, and increased 
stability. The polymer is useful in making hydrolytically 
degradable hydrogels Which can be used in drug delivery 
and related biomedical applications. On example of the 
polymer is a poly(ether carbonate) of the formula X—O— 
[(—CH2CH2—O—)n—CO2—]n(CH2CH2))n-y Where X 
and Y are independently H, alkyl, alkenyl, aryl, or a reactive 
moiety, and at least one of X and Y is a reactive moiety. 
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HYDROLYTICALLY DEGRADABLE POLYMERS 
AND HYDROGELS MADE THEREFROM 

FIELD OF THE INVENTION 

[0001] This invention generally relates to Water soluble, 
hydrolytically degradable, and nonpeptidic polymers, and 
particularly to polymers and gels therefrom that are suitable 
for medical devices, drug enhancement and in vivo delivery 
of biologically active agents. 

BACKGROUND OF THE INVENTION 

[0002] Conjugation of agents having a knoWn or potential 
therapeutic bene?t to Water soluble, non-immunogenic poly 
mers can impart to the agent desirable characteristics includ 
ing, among others, improved solubility, greater stability, and 
reduced immunogenicity. It has become increasingly impor 
tant in the pharmaceutical industry to develop conjugates 
having these characteristics so as to increase the number of 
options for therapeutic bene?t. 

[0003] An eXample of a polymer that can be used to 
develop conjugates With therapeutic agents is poly(ethylene 
glycol) (“PEG”). Therapeutic agents conjugated to PEG are 
sometimes said to be “PEGylated.” Several PEGylated 
therapeutics have been developed that eXhibit enhanced 
Water solubility, longer circulation lifetimes, and loWer 
immunogenicity as compared to the unconjugated therapeu 
tic agent. Because of the rapid motion and heavy hydration 
of the polymer, PEGs usually are of much higher apparent 
molecular Weight than the therapeutics to Which they are 
attached. Thus, they tend to mask the therapeutic agent from 
the immune system and to preclude excretion through kid 
neys. 

[0004] The term PEG is commonly used to describe any of 
a series of polymers having the general formula 
HO—(CH2CH2—O)n—H, Where “n” represents the number 
of ethylene oXide monomers in the polymer. HoWever, the 
parent polymer is generally unsuitable for attachment to a 
therapeutic agent. HydroXyl groups are relatively unreactive 
toWard groups commonly present on therapeutic agents and 
thus PEG normally has to be “activated” by converting at 
least one end hydroXyl group into a more reactive form. It 
is also usually important to activate the PEG polymer With 
a terminal group that is selective in its reactions. For 
eXample, several PEG derivatives have been developed that 
are more likely to react With amine groups. Others have been 
developed that preferentially react With thiol groups. 

[0005] Successful PEG derivatives may have to meet a 
number of requirements, depending on the speci?c applica 
tion. For conjugation to proteins, the PEG derivative should 
usually have a desirable and suitably selective reactivity at 
physiologic conditions of temperature, pressure, and pH to 
preserve the activity of the unconjugated protein. In some 
circumstances, it is desirable to cleave the PEG polymer 
from the therapeutic agent at some point after the agent is 
delivered in vivo. 

[0006] Some PEG derivatives have been used in combi 
nation With other polymers to prepare insoluble gels in 
Which drugs can be entrapped or chemically bound. For 
eXample, SaWhney et al., Macromolecules, 261581 (1993) 
describes the preparation of block copolymers of PEG With 
polyglycolide or polylactide blocks at both ends of the PEG 
chain. The copolymers are then activated by terminal sub 
stitution With acrylate groups, as shoWn beloW. 
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[0007] In the above formula, the glycolide blocks are the 
—O—CH2—CO— units. The addition of a methyl group to 
the methylene gives a lactide block; n can be multiples of 2. 
Vinyl polymeriZation of the acrylate groups produces an 
insoluble, crosslinked gel With a polyethylene backbone. 

[0008] The polylactide or polyglycolide segments of the 
polymer backbone shoWn above, Which are ester groups, are 
susceptible to sloW hydrolytic breakdoWn, With the result 
that the crosslinked gel undergoes sloW degradation and 
dissolution. The hydrogel degrades in vivo and can result in 
non-PEG components being released into the blood stream, 
Which can be undesirable. 

[0009] It is desirable to develop improved polymers pro 
viding additional choices for use in drug delivery and other 
applications. 

SUMMARY OF THE INVENTION 

[0010] This invention provides a Water soluble, nonpep 
tidic polymer having tWo or more oligomers linked together 
by hydrolytically degradable carbonate linkages. The poly 
mer can be hydrolytically degraded into small oligomers in 
an aqueous environment, including in vivo conditions. The 
polymer is easy to prepare and the molecular Weight of the 
oligomers resulting from polymer degradation can be easily 
controlled, Which can be desirable for some applications. 
The polymer can be conjugated to a biologically active agent 
such as a protein or peptide. The polymer can impart 
desirable characteristics to the conjugates of improved Water 
solubility and reduced immunogenicity. The polymer is 
useful for preparing insoluble cross linked structures, 
including hydrogels, that are hydrolytically degradable into 
soluble polymers of predetermined molecular Weight. 

[0011] The oligomers are alkylene oXide oligomers. Typi 
cally, the oligomers are ethylene oXide oligomers, and the 
polymer is a poly(ether carbonate) having the formula of: 

g5):(—CH2CH2—O)n—CO2]m—(—CH2CH2— 
[0012] Where n is from about 1 to 2,000, normally from 2 
to 2,000, and m is from about 2 to 200. Since carbonate 
linkages are hydrolytically degradable under mild condi 
tions, the polymer Will hydrolyZe to produce oligomer 
fragments of much loWer molecular Weight than the starting 
polymer: 

n—H+mCO2 

[0013] In addition to providing many of the desirable 
features of other polymers, including poly(ethylene glycol) 
as described above, this neW polymer can degrade in the 
body and thus facilitates removal of the polymer from the 
body. The degradation products are themselves normally 
nontoXic small PEGs that typically are rapidly cleared from 
the body. 

[0014] The polymer can be prepared in a number of Ways. 
In one embodiment of this invention, the poly(ether carbon 
ate) is prepared by polymeriZing an activated oligomer 
having the formula of: 
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[0015] Where n can be from about 2 to 2000 and Z is a 
reactive leaving group such as N-succinimidyl, 1-benZotria 
Zolyl, or p-nitrophenyl. 

[0016] The polymer can be prepared by polymerizing 
ethylene oxide oligomers of the formula: 

[0017] Where n can be from about 2 to 2000 With an 
activating molecule of Z-O—CO2-Z, Where Z is as 
described. 

[0018] Alternatively, the ethylene oxide oligomer 

HO—(—CH2CH2—O—)n—H 
[0019] can be polymeriZed With a bifunctional ethylene 
oxide oligomer: 

[0020] Where n and Z are as described above, to form the 
poly(ether carbonate). 
[0021] The polymeriZation reactions may be conducted 
either in an organic solvent or in a melt, in the presence of 
an organic base. Examples of suitable solvents include 
acetonitrile, THF, dimethylformamide, dimethylsulfoxide, 
benZene, toluene, the xylenes, chloroform, and methylene 
chloride. Examples of suitable organic bases include triethy 
lamine, pyridine, quinoline, 4,4-dimethylaminopyridine and 
triethylamine. The polymeriZation reactions can be con 
ducted at a temperature of from about 37° C. to 100° C., 
typically from about 45° C. to 100° C., and advantageously 
from about 70° C. to 90° C. 

[0022] The polymer of this invention can be modi?ed at 
one termius With alkyl or aryl groups to make one end of the 
polymer inert. The polymer can be activated at one or more 
of its termini to form a terminal reactive moiety. Thus, a 
modi?ed or activated poly(ether carbonate) of this invention 
can be represented as: 

[0023] Where m and n are as de?ned above, and Where X 
and Y can independently be H, alkyl, alkenyl, aryl, and 
reactive terminal moieties, including N-succinimidyloxycar 
bonyl, 1-benZotriaZolyloxycarbonyl, p-nitrophenyloxycar 
bonyl, or others. Alternatively, X and Y can include linker 
groups terminating in active groups such as aldehyde N-ma 
leimidyl or —S—S-ortho-pyridyl. A Wide variety of acti 
vating groups and linkers can be used. 

[0024] The activated polymer of this invention can be 
reacted With an active group on a biologically active agent, 
such as a protein or peptide, to form a conjugate. For 
example, N-succinimidyloxy, 1-benZotriaZolyloxy, and p-ni 
trophenyloxy are leaving groups suitable for the formation 
of a carbamate linkage betWeen the polymer and a biologi 
cally active agent having an amino group. Thus proteins, 
peptides, amino drugs, or amino carbohydrates can be linked 
to such activated polymers. For example, When X is H, and 
Y is N-succinimidyloxycarbonyl, a conjugate can be formed 
of the folloWing formula: 

CONH-Protein 

[0025] When a protein to be conjugated has an accessible 
thiol group, the polymer of this invention can be activated to 
contain a terminal reactive moiety that is reactive With thiol, 
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including, for example, iodoacetamide, vinylsulfone, male 
imide, or S—S-ortho-pyridyl, Which moiety is then reacted 
With the thiol group to form a thiol site-speci?c conjugate of 
the protein. 

[0026] When the polymer of this invention is activated at 
tWo termini, it can be used as a crosslinking agent to 
crosslink a multifunctional molecule to form a hydrolyti 
cally degradable hydrogel. Examples of multifunctional 
molecules suitable as “backbones” in formation of hydrogels 
include proteins such as collagen, aminocarbohydrates such 
as chitosan, polyamines such as polylysine and poly(viny 
lamine), and multi-armed or branched poly(ethylene glycol) 
amines. The hydrogels of this invention are useful in many 
biomedical applications such as drug delivery, surgical adhe 
sion prevention, Wound and scar healing, bioadhesives and 
surgical implants. 
[0027] In another embodiment, the polymer of this inven 
tion can be activated by attachment of terminal vinyl groups. 
This activated polymer can be self-polymeriZed in the 
presence of a conventional vinyl polymeriZation catalyst to 
form a hydrolytically degradable hydrogel. 

[0028] Thus, this invention provides a versatile polymer 
that is especially suited for conjugating to a biologically 
active agent and for forming a hydrogel. The polymer is easy 
to prepare and can be synthesiZed in large quantities. The 
polymer can be formed in a single reaction With multiple 
degradable carbonate linkages in the backbone. The conju 
gate and hydrogel of this invention can be degraded under 
physiological conditions. The degradation generates oligo 
mers of predetermined molecular Weight that can be easily 
cleared from the body. 

[0029] The foregoing and other advantages and features of 
the invention, and the manner in Which the same are 
accomplished, Will become more readily apparent upon 
consideration of the folloWing detailed description of the 
invention taken in conjunction With the accompanying 
examples, Which illustrate preferred and exemplary embodi 
ments. 

DETAILED DESCRIPTION OF THE 
INVENTION 

[0030] The invention Will noW be described more fully 
hereinafter With reference to the accompanying examples, in 
Which preferred embodiments of the invention are shoWn. 
This invention may, hoWever, be embodied in many different 
forms and should not be construed as limited to the embodi 
ments set forth herein; rather, these embodiments are pro 
vided so that this disclosure Will be thorough and complete, 
and Will fully convey the scope of the invention to those 
skilled in the art. 

[0031] As used herein, the term “polymer” means a mol 
ecule, formed by the chemical union of tWo or more oligo 
mer units. The chemical units are normally linked together 
by covalent linkages. The tWo or more combining units in a 
polymer can be all the same, in Which case the polymer is 
referred to as a homopolymer. They can be also be different 
and, thus, the polymer Will be a combination of the different 
units. These polymers are referred to as copolymers. 

[0032] The term “oligomer” is used herein to mean a 
molecule, typically an organic molecule, Which in itself is 
formed by the chemical union of tWo or more monomer 
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units. The monomer units of an oligomer may be different or 
all the same. An oligomer is capable of reacting With another 
oligomer Which is same or different, in a polymerization 
reaction to form a polymer. As used herein, the term oligo 
mer by no means limits the siZe of the molecule or the 
number of combining units or monomers in the oligomer. 
Rather, “oligomer” is used to indicate a unit for forming a 
polymer of the invention. The structure of an oligomer in a 
polymer may be someWhat different in chemical structure 
from the oligomer prior to polymeriZation because of the 
polymeriZation reaction and the formation of covalent link 
ages. 

[0033] The term “carbonate linkage” is used herein to 
mean a linkage that includes the group —O—CO2—. It is to 
be understood that a carbonate linkage is distinct from a 
carboxylate linkage Which typically has a structure of 
R—CO2— (Where n is at least 1 and R=alkyl or aryl) and has 
different chemical and physical properties. 

[0034] The terms “group,” and “moiety,” are all used 
herein interchangeably to refer to a distinct, de?nable por 
tion or unit of a molecule. Sometimes, the structure of a 
group or moiety may include another smaller group or 
moiety. For example, a functional group of —O—CO2-Z 
includes Z Which may be a reactive group or moiety includ 
ing N-succinimidyl or 1-benZotriaZolyl. 

[0035] The terms “active,”“reactive,” and “functional” are 
used herein interchangeably to mean that a molecule or a 
group or moiety is reactive With other molecules or groups 
or moieties of molecules. 

[0036] The term “biologically active agent” When used 
herein means any substance that can impact any physical or 
biochemical properties of a biological organism including, 
but not limited to, viruses, bacteria, fungi, plants, animals 
and humans. In particular, as used herein, a biologically 
active agent can be any substance intended for the diagnosis, 
cure, mitigation, treatment, or prevention of a disease in 
humans or other animals, or to otherWise enhance the 
physical or mental Well being of humans or animals. 
Examples of biologically active agents include, but are not 
limited to, organic and inorganic compounds, proteins, pep 
tides, lipids, polysaccharides, nucleotides, DNAs, RNAs, 
other polymers, and derivatives thereof. Examples of bio 
logically active agents include antibiotics, fungicides, anti 
viral agents, anti-in?ammatory agents, anti-tumor agents, 
cardiovascular agents, anti-anxiety agents, hormones, 
groWth factors, steroidal agents, and the like. Biologically 
active agents include microorganisms such as bacteria and 
yeast cells, viral particles, plant or animal or human cells or 
tissues, and the like, in their native or modi?ed forms. 

[0037] The oligomers used in the practice of the invention 
should be selected so that they and the degradation products 
of the polymer of this invention are Water soluble and can 
easily be excreted from animal bodies under natural physi 
ological conditions. They should be non-toxic, or at least of 
acceptable loW toxicity, and should not cause a substantial 
adverse effect in human or animal bodies. 

[0038] Many different types of alkylene oxide oligomers 
are useful in forming the polymer of this invention. In its 
simplest form, an alkylene oxide “homo-oligomer” is used 
having the formula of HO—(—CHRCH2—O)n—H, Where 
R is H or an alkyl, including methyl. Suitable oligomers also 
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include alkylene oxide “co-oligomers,” Which are composed 
of different alkylene oxide monomers in Which R is varied 
independently along the chain. An example of a co-oligomer 
is a structure in Which tWo different R groups are present in 

a block such as HO—(—CHR1CH2—O—)n—(— 
CHR2CH2—O—)m—H, Where n and m can be varied 
independently. An example of this type of block structure is 
the case in Which R1 is hydrogen and R2 is methyl. 

[0039] Block oligomers can exhibit surface activity. 
Degradable surfactants are useful in drug delivery systems 
and can be used to form micelles and thermally reversible 
gels. Random oligomers in Which R1 and R2 are randomly 
placed along the oligomer chain are also useful. The oligo 
mers can be branched, as in the formula 

[0040] Where R3 is a core branching moiety, including 
glycerol or pentaerythritol, R1 is alkyl, n can range from 2 
to hundreds, and m is at least 3. 

[0041] A suitable oligomer can be formed from about 2 to 
2000 monomers. HoWever, the siZe of the oligomers used 
can vary so long as the above requirements are met. Nor 
mally an oligomer has from about 5 to 500 monomers. 
Advantageously, an oligomer has from about 10 to 50 
monomers. An oligomer can be prepared by polymeriZing or 
co-polymeriZing monomers, and the siZe or molecular 
Weight of the oligomer can be controlled by limiting the 
extent of this polymeriZation reaction. 

[0042] As noted above, the oligomers contained in the 
polymer of this invention can be the same or different types 
of oligomers, or oligomers of the same type but different 
siZes. Therefore, the polymer of this invention can be either 
a homopolymer or heteropolymer. 

[0043] The polymer of this invention typically has one 
single linear polymer backbone With tWo termini. HoWever, 
branched polymers and star polymers are also contemplated 
that have tWo or more linear polymers, at least one of Which 
is the linear polymer backbone of this invention, covalently 
linked to a central branching core. 

[0044] The polymer of this invention can have an inert 
terminal moiety, typically H, alkyl, and aryl. The alkyl and 
aryl groups can be substituted or unsubstituted, and nor 
mally are methyl, ethyl, phenyl, etc. The polymer can also 
have one or more reactive moieties capable of reacting With 
a moiety in another molecule, such as an amino group or a 
thiol group on a protein. Examples of such reactive moieties 
include, but are not limited to, acryloyl, alkenyl, tresyl, 
N-succinimidyloxycarbonyl, 1-benZotriaZolyloxycarbonyl, 
p-nitrophenyloxycarbonyl, N-maleimidyl, aldehydes, 
acetals, 1-imidaZolylcarbonyl, vinylsulfone, iodoacetamide, 
o-pyridyldithiyl, and the like. 

[0045] In one embodiment of this invention, the hydro 
lytically degradable polymer is a poly(ether carbonate) 
composed of tWo or more alkylene oxide oligomers and/or 
alkylene oxide monomers covalently linked together by 
carbonate linkages. For example, the poly(ether carbonate) 
can have the formula of 
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[0046] wherein 

[0047] R1) R2) R3) R4) and R5 are alkyl groups 
Which may be linear, branched, substituted or 
unsubstituted, and they can be same or different; 
typically R1) R2) R3) R4) and R5 are ethyl; 

[0048] a, b, c, d, e each is an integer of from 1 to 
about 2000, normally from about 5 to 500, and 
advantageously from about 10 to 50; 

[0049] h, i, j, and k each is an integer of from 0 to 
about 100, and the sum of h, i, j, and k is from 
about 2 to 200, normally from about 5 to 100, and 
advantageously from about 10 to 50; and 

[0050] each of X and Y is hydrogen, alkyl, alkenyl, 
aryl, or reactive moieties as described above, and 
X and Y can be same or different. 

[0051] In a preferred embodiment, the poly(ether carbon 
ate) of this invention has the formula of: 

(CH2CH2O)n—Y 
[0052] Wherein n is an integer of from about 2 to 2000, 
normally from about 5 to 500, and advantageously from 
about 10 to 50; m is an integer of from about 2 to 100, 
typically from about 5 to 100, and advantageously from 
about 10 to 50, and Wherein X and Y can be same or different 
and each independently is H, alkyl, alkenyl, aryl, or a 
reactive moiety, acryloyl, tresyl, N-succinimidyloXycarbo 
nyl, 1-benZotriaZolyloXycarbonyl, p-nitrophenyloXycarbo 
nyl, N-maleimidyl, aldehydes, acetals, 1-imidaZolylcarbo 
nyl, vinylsulfone, iodoacetamide, and o-pyridyldithiyl. 

[0053] This speci?c form of poly(ether carbonate) con 
tains repeating ethylene oXide oligomers linked by carbonate 
linkages that can be hydrolytically cleaved. Such hydrolytic 
cleavage leads to ethylene oXide oligomers and carbon 
dioxide. Therefore, the poly(ether carbonate) differs sub 
stantially from poly(ethylene glycol) or PEG in having 
multiple degradable backbone carbonate linkages that alloW 
the polymer to be broken doWn into many smaller oligo 
mers. Since the rate of degradation of the polymer is 
proportional to the number of degradable carbonate linkages 
present, and since the siZe and number of the oligomers can 
be predetermined, substantial control over both degradation 
rate and the siZe of the degradation products is thus possible. 

[0054] To prepare polymers of the invention, in one 
eXample, one or more oligomers as described above are 
provided each having a hydroXyl group at one terminus and 
a functional group of —O—CO2-Z at another terminus. The 
oligomers are then polymeriZed or co-polymeriZed in a 
condensation polymeriZation reaction under conditions suf 
?cient to form a hydrolytically degradable polymer. 

[0055] The functional group —O—CO2-Z is capable of 
reacting With a hydroXyl group to form a carbonate linkage. 
Typically, Z can be any reactive leaving groups so long as 
the functional group can react With a hydroXyl group to form 
a carbonate linkage. Examples of suitable leaving groups 
include N-succinimidyl, 1-benZotriaZolyl, and p-nitrophe 
nyl. Methods for preparing an oligomer having a functional 
group —O—CO2-Z as described above are Well knoWn in 
the art, and are disclosed in US. Pat. Nos. 5,650,234, 
5,281,698 and 5,468,478; Veronese, et al., Appl. Biochem. 
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Biotech, 11:141 (1985); and Sartore et al., Appl. Biochem. 
Biotech, 27:45 (1991), all of Which are incorporated herein 
by reference. 
[0056] As discussed above, one or more types of oligo 
mers can be polymeriZed together. In addition, if desired, 
monomers having a hydroXyl terminus and a functional 
group —O—CO2-Z at another terminus, can also be 
included in the polymeriZation miXture. 

[0057] Thus, to give an eXample, the poly(ether carbonate) 
HO—[(—CH2CH2—O—)n—CO2—]m— 
(CH2CH2O)n—H 

[0058] as described above can be prepared in accordance 
With this method by the folloWing steps. First, an ethylene 
oXide oligomer is provided having a formula of HO—(— 
CH2CH2—O—)n—O—CO2-Z, Where Z is a reactive leav 
ing group such as N-succinimidyl, 1-benZotriaZolyl, and 
p-nitrophenyl. This oligomer is then polymeriZed under 
controlled conditions to provide the above poly(ether car 

bonate). 
[0059] In another eXample of this invention, a ?rst oligo 
mer is provided, Which is a bifunctional oligomer having a 
?rst functional group of —O—CO2—W at one terminus 
and, at another terminus, a second functional group of 
—O—CO2-Z. Both functional groups are capable of react 
ing With a hydroXyl group to form a carbonate linkage. Z and 
W are reactive leaving groups, and can be any leaving 
groups knoWn in the art so long as the functional groups 
containing them, as stated above, are capable of reacting 
With a hydroXyl group to form a carbonate linkage. Z and W 
can be same or different. The preferred Z and W are 
N-succinimidyl, 1-benZotriaZolyl, and p-nitrophenyl. TWo or 
more different bifunctional oligomers can also be used in the 
same polymeriZation reaction. 

[0060] Methods for preparing such bifunctional oligomers 
are similar to those for making the monofunctional oligo 
mers described above. Preferably, Z and W are the same, and 
the bifunctional molecule Z-oligomer-Z can be provided by 
activating an oligomer having tWo hydroXyl terminal 
groups, With an activating molecule having the formula of 
Z-O—CO2-Z. Suitable eXamples of the activating molecule 
include, disuccinimidylcarbonate, bis(1-benZotriaZolyl) car 
bonate and bis(p-nitrophenyl) carbonate. See, e.g., US. Pat. 
Nos. 5,281,698; 5,650,234; Veronese, et al.,Appl. Biochem. 
Biotech, 11:141 (1985); and Sartore et al., Appl. Biochem. 
Biotech, 27:45 (1991), all of Which are incorporated herein 
by reference. 
[0061] In addition to the ?rst oligomer that is bifunctional, 
a second oligomer is also provided having tWo terminal 
hydroXyl groups. This second oligomer is then polymeriZed 
With the ?rst oligomer to form the polymer of this invention. 

[0062] TWo or more types of bifunctional oligomers can 
be used in the same polymeriZation reaction. In addition, 
tWo or more types of oligomers having tWo terminal 
hydroXyl groups can also be used in a polymeriZation 
reaction. As Will be apparent to a skilled artisan, When only 
one type of bifunctional oligomer and one type of dihy 
droXyl oligomer are used, and When the tWo oligomers are 
the same eXcept for the terminal groups, the polymer formed 
therefrom Will be a homopolymer having a single type of 
repeating unit or oligomer linked With hydrolytically 
degradable linkages. OtherWise, a heteropolymer or block 
polymer or terpolymer Will be made containing different 
types of oligomers in the polymer backbone. 
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[0063] To give an example of the method of this embodi 
ment, the poly(ether carbonate) 

(CH2CH2O)n—H 

[0064] can be prepared by co-polymeriZing a ?rst ethylene 
oxide oligomer having a formula of 

[0065] and a second ethylene oxide oligomer HO—(— 
CH2CH2—O—)n—OH, under suitable polymeriZation con 
ditions. Z is preferably N-succinimidyl, 1-benZotriaZolyl, or 
p-nitrophenyl. The oligomer 

[0066] can be prepared by reacting Z-O—CO2-Z With 
HO—(—CH2CH2—O—)n—OH, under the conditions dis 
closed in US. Pat. No. 5,281,698. 

[0067] In yet another method, one or more oligomers 
having tWo hydroxyl terminal groups are polymeriZed 
directly With an activating molecule having the formula of 
Z-O—CO2-Z to form the hydrolytically degradable poly 
mer. Thus, for example, the poly(ether carbonate) 

(CH2CH2O)n—H 

[0068] can also be prepared by co-polymeriZing an acti 
vating molecule Z-O—CO2-Z and the oligomer HO—(— 
CH2CH2—O—)n—OH, under conditions suf?cient to form 
the poly(ether carbonate). 

[0069] Again, in this method, either one oligomer is used 
to generate a homopolymer, or tWo or more different oligo 
mers can be used in the same polymeriZation reaction to 
produce a heteropolymer, or block polymer or terpolymer. 

[0070] The polymeriZation reactions are conducted under 
conditions sufficient to form the hydrolytically degradable 
polymer of this invention. The polymeriZation reaction in 
each of the above-described methods is a condensation 
reaction. Many different knoWn reaction conditions can be 
used. Typically, a catalyst is included in the polymeriZation 
reaction mixture. Examples of suitable catalysts are organic 
bases, including triethylamine, pyridine, quinoline, and 4,4 
dimethylaminopyridine. Amine bases such as 4,4-dimethy 
laminopyridine and triethylamine are preferred. 

[0071] The polymeriZation can be conducted in either melt 
or solvent. Suitable solvents include, but are not limited to, 
acetonitrile, THF, dimethylformamide, dimethylsulfoxide, 
benZene, toluene, xylenes, chloroform, and methylene chlo 
ride. The polymeriZation reaction rate and the extent of 
polymeriZation, Which determines the average molecule 
Weight of the ?nal hydrolytically degradable polymer prod 
uct can be partly controlled by the reaction temperature and 
the reaction time. Suitable reaction temperature can vary 
from about 0° C. to 100° C. Higher reaction temperatures 
lead to greater reaction speed. Preferably, the polymeriZation 
reaction is conducted at a temperature of from about 37° C. 
to 100° C., typically from about 45° C. to 100° C. and 
advantageously from about 70° C. to 90° C. When the 
reaction is conducted in a melt, the temperature needs be 
maintained at a certain minimum temperature in order to 
keep the reaction mixture at a melt state. 
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[0072] In the above described three embodiments of the 
method of this invention, the polymeriZation reactions 
Would be predicted to lead to polymers With an activated 
carbonate terminal group. In practice, hoWever, NMR analy 
sis of the polymer products indicates that the terminal 
groups of the hydrolytically degradable polymer prepared 
therefrom often are hydroxyl groups. While not Wishing to 
be bound by any theory, it is believed that this is caused by 
reaction With a small amount of Water present as an impurity 
in the reaction. Any small amount of remaining terminally 
activated carbonate may be removed by hydrolyis in Water 
for a short period or near a neutral pH. The terminal 
activating groups are much more sensitive to Water than are 
the degradable carbonate linkages. 

[0073] The polymer of this invention can optionally be 
activated at one or all termini, thus providing an activated 
polymer capable of being covalently linked to another 
molecule, including, for example, a protein, to form a 
conjugate. The polymer can also be capped at one terminus 
by an inert group and at another terminus by a reactive 
moiety. 

[0074] The polymer of this invention can be activated at 
its terminus to form a terminal reactive moiety by methods 
Well knoWn to those familiar With the art of organic or 
polymer chemistry. The Well established methods in the 
broad ?eld of poly(ethylene glycol) chemistry are generally 
useful, and such methods should be apparent to a skilled 
artisan. The polymer can be activated at one terminus, or all 
termini, in Which case, the reactive moieties at different 
termini can be same or different. 

[0075] For example, the polymer may be activated to form 
a terminal moiety of N-succinimidyl carbonate (see e.g., 
US. Pat. Nos. 5,281,698, 5,468,478), amine (see, e.g., 
Buckmann et al. Makromol. Chem. 182:1379 (1981), 
Zaplipsky et al. Eur Polym. J. 19:1177 (1983)), hydraZide 
(See, e.g., AndresZ et al. Makromol. Chem. 179:301 (1978)), 
succinimidyl propionate and succinimidyl butanoate (see, 
e.g., Olson et al. in Poly(ethylene glycol) Chemistry & 
Biological Applications, pp 170-181, Harris & Zaplipsky 
Eds., ACS, Washington, DC, 1997; see also US. Pat. No. 
5,672,662), succinimidyl succinate (See, e.g., AbuchoWski 
et al. Cancer Biochem. Biophys. 7:175 (1984) and Joppich 
et al. Macrolol. Chem. 180:1381 (1979), succinimidyl ester 
(see, e.g., U.S. Pat. No. 4,670,417), benZotriaZole carbonate 
(see, e.g., US. Pat. No. 5,650,234), glycidyl ether (see, e.g., 
Pitha et al. Eur J. Biochem. 94:11 (1979), Elling et al., 
Biotech. Appl. Biochem. 13:354 (1991), oxycarbonylimida 
Zole (see, e.g., Beauchamp, et al., Anal. Biochem. 131:25 
(1983), Tondelli et al. J. Controlled Release 1:251 (1985)), 
p-nitrophenyl carbonate (see, e.g., Veronese, et al., Appl. 
Biochem. Biotech., 11:141 (1985); and Sartore et al.,Appl. 
Biochem. Biotech., 27:45 (1991)), aldehyde (see, e.g., Harris 
et al.J. Polym. Sci. Chem. Ed. 22:341 (1984), Us. Pat. Nos. 
5,824,784, 5,252,714), maleimide (see, e.g., Goodson et al. 
Bio/Technology 8:343 (1990), Romani et al. in Chemistry of 
Peptides and Proteins 2:29 (1984)), and Kogan, Synthetic 
Comm. 22:2417 (1992)), orthopyridyl-disul?de (see, e.g., 
Woghiren, et al. Bioconj. Chem. 4:314 (1993)), acrylol (see, 
e.g., SaWhney et al.,Macromolecules, 26:581 (1993)), vinyl 
sulfone (see, e.g., US. Pat. No. 5,900,461). In addition, tWo 
molecules of the polymer of this invention can also be linked 
to the amino acid lysine to form a di-substituted lysine, 
Which can then be further activated With N-hydroxysuccin 
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imide to form an active of N-succinimidyl moiety (see, e.g., 
US. Pat. No. 5,932,462). All of the above references are 
incorporated herein by reference. 

[0076] To give an example, the polymer of this invention 
may be activated to form a terminal reactive moiety of 
N-succinimidyl carbonate or 1-benZotriaZolyl carbonate by 
reacting the polymer With di-N-succinimidyl carbonate or 
di-1-benZotriaZolyl carbonate respectively. To give another 
example, terminal reactive moieties such as N-maleimidyl 
and o-pyridyldithiyl may be prepared by reacting the poly 
mer With activated carbonates connected to N-maleimidyl or 
o-pyridyldithiyl by linker groups. Terminal aldehyde and 
acetal moieties can be attached by linking groups. Terminal 
acid groups can be attached by reaction of the above active 
carbonates With amino acids or other acid linkers. These 
acids can then be activated by formation of active esters such 
as succinimidyl active esters. 

[0077] The polymer of this invention, activated or not, as 
prepared by the above methods, can be easily puri?ed from 
the reaction mixture. Many methods knoWn in the art can be 
used. Apreferred method for purifying the polymer and its 
derivatives is by precipitation from a solvent in Which they 
are essentially insoluble While the reactants are soluble. 
Suitable solvents include ethyl ether or isopropanol. As is 
apparent to a skilled artisan, other methods such as ion 
exchange, siZe exclusion, silica gel, and reverse phase 
chromatography can also be useful. 

[0078] In accordance With another aspect of this invention, 
the activated polymer is used to form a conjugate With a 
biologically active agent. The conjugate comprises the poly 
mer of this invention covalently linked to a biologically 
active agent. Because the polymer of this invention is 
hydrolytically degradable in vivo and can be cleaved at the 
carbonate linkages, thus forming smaller oligomers, the 
conjugate is especially useful for controlled delivery of the 
bound agent into animal bodies. Since the polymer in the 
conjugate is susceptible to breakdoWn into smaller oligo 
mers, the polymer typically is excreted from animal bodies 
faster than a polymer of similar siZe that is not degradable. 
Thus, potential adverse effects that may be caused by a large 
polymer’s long period of stay in the body is avoided. 
Therefore, conjugation of the polymer of this invention to a 
biologically active agent can provide for a sufficient circu 
lation period for the agent While minimiZing any adverse 
effects of the polymer. 

[0079] In the conjugates of this invention, the linkage 
betWeen the biologically active agent and the polymer of this 
invention can be stable or hydrolytically degradable. When 
it is degradable, substantially all of the polymer can be 
cleaved off the biologically active agent under physiological 
conditions, releasing the agent substantially in its native 
form inside the body. Methods for forming a hydrolytically 
degradable linkage betWeen a biologically active agent and 
a Water soluble polymer are Well knoWn in the art and should 
be apparent to a skilled artisan. For example, ester linkages 
formed by the reaction of PEG carboxylic acids or activated 
PEG carboxylic acids With alcohol groups on a biologically 
active agent generally hydrolyZe under physiological con 
ditions to release the agent. Other hydrolytically degradable 
linkages include carbonate linkages; imine linkages resulted 
from reaction of an amine and an aldehyde (see, e.g., Ouchi 
et al., Polymer Preprints, 38(1):582-3 (1997), Which is 
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incorporated herein by reference.); phosphate ester linkages 
formed by reacting an alcohol With a phosphate group; 
hydroZone linkages Which are reaction product of a 
hydraZide and an aldehyde; acetal linkages that are the 
reaction product of an aldehyde and an alcohol; orthoester 
linkages that are the reaction product of a formate and an 
alcohol; peptide linkages formed by an amine group, e.g., at 
an end of a polymer such as PEG, and a carboxyl group of 
a peptide; and oligonucleotide linkages formed by a phos 
phoramidite group, e.g., at the end of a polymer, and a 5‘ 
hydroxyl group an oligonucleotide. 

[0080] Methods for conjugating the polymer of this inven 
tion to a biologically active agent should be apparent based 
on the above discussion. Typically, the polymer of this 
invention must be activated to form the activated polymer of 
this invention as described above, having at least one 
terminal reactive moiety. The terminal reactive moiety may 
vary depending on the reactivity of a target moiety on the 
biologically active agent to be conjugated. Examples of 
reactive groups on proteins are thiols and amines, While on 
small molecule drugs, amines, alcohols, thiols, and carboxy 
lic acids are common reactive gorups. The conjugate is then 
formed by reacting the terminal reactive moiety of the 
activated polymer With the target moiety on the biologically 
active agent. Such methods are Well knoWn in the art, and 
are discussed in the patents and publications referred to 
above in the context of forming terminal reactive moieties. 

[0081] In a preferred embodiment, the polymer of this 
invention used for forming a conjugate is a poly(ether 
carbonate) composed of alkylene oxide oligomers, more 
preferably ethylene oxide oligomers, linked together by 
carbonate linkages. Ethylene oxide oligomers are poly(eth 
ylene glycol)s With a predetermined molecular Weight, typi 
cally from about 88 to about 8000, preferably from about 88 
to about 2000. Thus, in this embodiment of the invention, the 
polymer behaves in a similar manner as polyethylene glycol. 
HoWever, When delivered in vivo, the polymer in the con 
jugate Will break doWn into a number of smaller oligomer 
fragments. If the linkage betWeen the polymer and the 
biologically active agent is stable, then, after degradation, 
one oligomer is linked to the agent. 

[0082] In accordance With another aspect of this invention, 
a hydrolytically degradable hydrogel and method of making 
thereof are also provided. As is knoWn in the art, a hydrogel 
typically is a polymeric netWork formed by crosslinking one 
or more multifunctional backbone molecules or polymers. 
The resulting polymeric netWork is hydrophilic and sWells in 
an aqueous environment thus forming a gel-like material, 
i.e., hydrogel. Hydrogels are useful for drug delivery as they 
can be implanted or injected into animal bodies. Typically a 
hydrogel comprises a backbone bonded to a crosslinking 
agent. 

[0083] In accordance With this invention, the polymer of 
this invention is used as the crosslinking agent in the 
hydrogel. The polymer must be activated so that it has at 
least tWo terminal reactive moieties that are capable of 
reacting With multiple moieties on the backbone to form 
covalent linkages. 

[0084] Alternatively, tWo or more types of activated poly 
mer are used as crosslinking agents. Each activated polymer 
has one terminal reactive moiety capable of reacting With a 
moiety on the backbone, and another terminal reactive 
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moiety capable of reacting With the corresponding terminal 
reactive moiety on the other type of activated polymer. An 
example of this other moiety is, for example, a vinyl 
containing group such as an acrylate group that can partici 
pate in chain polymeriZation among the different types of 
activated polymers. When the polymer of this invention is 
activated so that it has tWo terminal vinyl groups, the 
polymer itself may act as both crosslinking agent and 
backbone, and self-polymeriZe into a hydrolytically degrad 
able hydrogel through a chain polymeriZation reaction. 

[0085] The backbone of the hydrogel is a nontoxic bio 
compatible macromolecule or small molecule, having at 
least tWo or preferably more active groups available to react 
With the terminal reactive moieties of the crosslinking agent 
to form covalent linkages. By “biocompatible” it is intended 
that the molecule used as backbone Would not substantially 
adversely affect the body and tissue of the living subject into 
Which the hydrogel is to be implanted or injected. More 
particularly, the material does not substantially adversely 
affect the groWth and any other desired characteristics of the 
tissue cells surrounding the implanted hydrogel. It is also 
intended that the material used does not cause any substan 
tially medically undesirable effect in any other parts of the 
living subject. In addition, if the molecule is degradable 
inside the body, the degradation products should also be 
substantially biocompatible as de?ned above. Generally, the 
methods for testing the biocompatibility of a material Well 
knoWn in the art. 

[0086] Examples of suitable backbones include, but are 
not limited to, proteins, modi?ed proteins such as glycopro 
teins, phosphorylated proteins, acylated proteins, and chemi 
cally modi?ed proteins, peptides, aminocarbohydrates, gly 
cosaminoglycans, aminolipids, polyols, polythiols, 
polycarboxylic acids, polyamines such as dilysine, poly(vi 
nylamine) and polylysine, poly(ethylene glycol) amines, 
pharmaceutical agents having at least tWo active groups, etc. 
Speci?c examples of the backbone include, but are not 
limited to, branched PEG amines, ?brin, ?brinogen, throm 
bin, albumins, globulins, collagens, ?bronectin, chitosan, 
and the like. In addition, the backbone may also be micro 
organisms such as viral particles, bacterial or yeast cells, 
animal or human cells or tissues. 

[0087] The activated polymer of this invention used as a 
crosslinking agent can be in a linear, branched or star form. 
In branched or star forms, three or more linear polymers are 
covalently linked, at one terminus, to a central, branched 
core moiety. The central branch core moiety can be derived 
from the amino acid lysine, or polyols such as glycerol, 
pentaerythritol and sorbitol. Branched PEGs are knoWn in 
the art. These branched PEGs can be incorporated as com 
ponents of the poly(ether carbonate)s of this invention. 
[0088] As Will be apparent, because of the carbonate 
linkages incorporated in the crosslinking agent, the hydrogel 
of this invention is hydrolytically degradable. In addition, 
the linkages betWeen the backbones and the crosslinking 
agents formed from the crosslinking reactions can also be 
made hydrolyZable, by methods described in the context of 
the conjugate of this invention. Thus, the hydrogel of this 
invention can gradually break doWn or degrade in the body 
as a result of the hydrolysis of the hydrolytically degradable 
linkages. 
[0089] Therefore, the hydrogel of this invention is suitable 
as a biomedical material and a carrier for the delivery of 
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biologically active agents. For example, the hydrogel can 
carry therapeutic drugs and can be implanted or injected in 
the target area of the body. The hydrogel may also carry 
other agents such as nutrients or labeling agents for imaging 
analysis. Ahydrogel containing a biologically active agent is 
termed herein as “a delivery system”. 

[0090] In the various applications of the hydrogel of this 
invention, the biologically active agents to be delivered can 
be used as the backbone, or part of the backbone of the 
hydrogel. Alternatively, biologically active agents can be 
“hinged” to the hydrogel through a polymer of this invention 
or a linker molecule With one terminus of the polymer or the 
linker linked to the biologically active agent, and the other 
being connected through a covalent linkage to the hydrogel. 
In addition, biologically active agents or other substances to 
be delivered can also be loaded into the hydrogel during the 
formation of the hydrogel, or afterWards by, for example, 
diffusion into the matrix of the hydrogel Without being 
covalently bonded to the hydrogel structure. 

[0091] Because the crosslinking agents (i.e., the polymers 
of this invention) in the hydrogel are Water soluble, the 
hydrogel can be substantially Water sWellable. The degra 
dation or breakdoWn of the hydrogel in the body is gradual 
in nature and subject to control because of the hydrolytically 
degradable carbonate linkages in the crosslinking agents. 
Thus, the hydrogels of the invention are particularly useful 
for sustained release of a biologically active agent or other 
substance in the body. The hydrogels have potential utility 
for adhesion prevention, bioadhesives, surgical sealants, and 
related surgical applications. 

[0092] The present invention is further illustrated in the 
folloWing examples Which are given to illustrate the inven 
tion, but should not be considered in limitation of the 
invention. 

EXAMPLE 1 

[0093] Synthesis of HO-PEC14 KDa-OH from HO—(— 
CH2CH2—O—)nCO2Bt (Bt=1-benZotriaZolyl) (nave=23) 
[0094] HO—(—CH2CH2—O—)nCO2Bt (nave=23) (5 g) 
and 1.2 g of dimethylaminopyridine Were dissolved in 10 ml 
of anhydrous acetonitrile . The reaction Was stirred at 70° C. 
for 22 hours. The product Was precipitated With 200 ml of 
isopropanol, stirred for one-half hour, then collected by 
vacuum ?ltration. The product Was Washed With isopropanol 
(100 ml><2), and dried in vacuo overnight. Yield: 4.1 g 
(82%). The resulting polymer Was 99% pure by gpc analysis 
and had a molecular Weight of 13,800 Da With a polydis 
persity of 1.47. 

EXAMPLE 2 

[0096] 1. Preparation of Bt-O2C—(O—CH2CH2— 
OCOZ-Bt (navfzs) 
[0097] HO—(—CH2CH2—O—)n—H (nave=23) (15 g, 
Aldrich) Was dissolved in 100 ml of anhydrous acetonitrile, 
and solvent Was removed by distillation. The residue Was 
dissolved in 100 ml of anhydrous acetonitrile, and 13.3 g 
(1.5 equivalent) of di(1-benZotriaZolyl carbonate) and 3.1 ml 

n 
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(1.3 equiv) of anhydrous pyridine Were added. The reaction 
Was stirred at room temperature under Ar overnight. The 
solvent Was evaporated to dryness under reduced pressure. 
The product Was precipitated by addition of 300 ml of cold 
diethyl ether. The precipitate Was stirred under Ar for 30 
min., collected by vacuum ?ltration and dried in vacuo 
overnight. There Was 100% substitution by nmr analysis. 

[0098] 2. Preparation of HO-PEC7K-OH 

[0099] HO—(—CH2CH2—O—)n—H (nave=23) (Aldrich, 
10 g) Was dissolved in 50 ml of anhydrous acetonitrile and 
the solvent removed by distillation. The residue Was dis 
solved in 20 ml of anhydrous acetonitrile and 10 g (1.0 
equiv) of Bt-O2C—(—O—CH2CH2—)nOCOZ-Bt (nave= 
23)- and 2.5 g of dimethyaminopyridine Were added. The 
reaction Was stirred at 70° C. for about 22 hours. The 
product Was precipitated With 500 ml of isopropanol, stirred 
for half hour, then collected by vacuum ?ltration. The 
collected product Was Washed With isopropanol 200 ml><2), 
and dried in vacuo overnight. The resulting polymer Was 
about 97% pure by gpc and nmr and had a molecular Weight 
of 7000 Da. 

EXAMPLE 3 

[0100] Synthesis of bis-benZotriaZolyl Carbonate of HO 
PEC7 KDa-on 
[0101] 15.0 g of HO-PEC7 KDa-OH (prepared in Example 
2) Was dissolved in 50 ml of anhydrous acetonitrile, and 
solvent Was distilled off. This process Was repeated once. 
The residue Was dissolved in 50 ml of anhydrous acetoni 
trile, and 1.8 g of bis(1-benZotriaZolyl carbonate) and 0.5 ml 
of anhydrous pyridine Were added. The reaction Was stirred 
at room temperature under Ar overnight. The solvent Was 
evaporated to dryness at reduced pressure and the product 
Was precipitated by addition of 500 ml of isopropanol. The 
precipitate Was stirred under Ar for 30 min., collected by 
vacuum ?ltration, and dried in vacuo overnight. Substitution 
Was greater than 95% by nmr. Yield: 14.3 g. 

EXAMPLE 4 

[0102] Preparation of HO—[—(CH2CH2O—)nCO2]m(— 
CH2CH2O)n—H (nave=45; m =18 from HO(— 
CH2CH2O—)nCO2NS (n =45) (l\]S=N-succinimidyl) in 
Solution 

[0103] HO(—CH2CH2O—)nCO2NS (nave=45) (5 g) Was 
dissolved in acetonitrile (10 ml), dimethylaminopyridine 
(0.6 g) Was added, and the resulting mixture Was stirred at 
70-80° C. overnight. Methylene chloride (20 ml) Was added 
and the resulting mixture added to 600 ml of isopropyl 
alcohol. The resulting precipitate Was collected by vacuum 
?ltration and dried under vacuum overnight at room tem 
perature. Nmr and gpc analysis indicated the polymer to 
have a molecular Weight of 38,000 Da. 

ave 

EXAMPLE 5 

[0104] Preparation of HO-PEC35 Kda-OH from HO(— 
CH2CH2O—) nCOZNS (n =45) (NS=N-succinimidyl) in a 
Melt. 

[0105] HO(—CH2CH2O—)nCO2NS (nave=45) (5 g) and 
dimethylaminopyridine (0.6 g) Were mixed and the resulting 
mixture Was stirred at 80-90° C. overnight. Methylene 

ave 
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chloride (20 ml) Was added and the resulting mixture added 
to 600 ml of isopropyl alcohol. The resulting precipitate Was 
collected by vacuum ?ltration and dried under vacuum 
overnight at room temperature. Nmr and gpc analysis indi 
cated the polymer to have a molecular Weight of 35,000 Da. 

EXAMPLE 6 

[0106] Preparation of HO-PEC9_4 KDa-OH from HO—(— 
CH2CH2—O—)n—H(n =14) and di(N-succinimidyl) car 
bonate 

[0107] HO—(—CH2CH2—O—)n—H (naVe=14) (10.0 g) 
Was dissolved in 100 ml of acetonitrile and the solution Was 
dried by aZeotropic distillation. After removal of acetoni 
trile, 80 ml of methylene chloride and 20 ml of acetonitrile, 
2.7 ml of pyridine, and 4.3 g of di-(N-succinimidyl) car 
bonate Were added. After stirring overnight, the solvent Was 
removed under reduced pressure and 10 ml of acetonitrile 
and 4 g of DMAP Were added. The mixture Was stirred at 
80-90° C. for 5 h and the product precipitated by addition of 
isopropanol. The product Was collected by vacuum ?ltration 
and dried under vacuum at room temperature to obtain the 
product as a White poWder (4.5 g). NMR and GPC analysis 
indicated that the polymer has a molecular Weight of 9400 
Da. 

ave 

EXAMPLE 7 

[0108] Preparation of Hydrogels from Bt-O2C—O-PEC7 
KDa-O—CO2-Bt and 8-arm-PEG amine (10 kDa) 

[0109] In a test tube, 110 mg of Bt-O2C—O-PEC7 KDa 
O—CO2-Bt Was dissolved in 1 ml of phosphate buffer (0.1 
M, pH 7.0). To it Was added 0.36 ml of 8-arm-PEG-amine 
(110 mg/ml in the buffer). After rapid shaking, it Was 
alloWed to sit. A hydrogel formed Within 2 hours. 

EXAMPLE 8 

[0110] Degradation of the Hydrogel (Example 7) Prepared 
from PEC and 8-arm-PEG amine (10 kDa). 

[0111] The hydrogel (0.5 g) Was placed in 3 ml of PBS 
buffer or rat serum at 37° C. Rat serum Was replaced With 
fresh serum every 10 to 12 hours. Gel disappearance Was 
monitored visually. The gel prepared from PEC7 KD, disap 
peared in PBS buffer Within 3.5 days but in 1.5 days in rat 
serum, While the similar gel prepared from PEC3 Kda 
disappeared in PBS buffer in approximately 10 days. 

EXAMPLE 9 

[0112] Preparation of PEC7 KD, Diacrylate 

[0113] HO-PEC7 KDa-OH (10 g) (prepared in Example 2) 
in toluene (200 ml) Was dried by aZeotropic distillation and 
triethylamine (1.75 ml) in CHZCl2 Was added. The resulting 
solution Was cooled to 0° C. and acryloyl chloride (2.5 ml) 
Was added under argon. After the addition Was complete, the 
mixture Was stirred overnight at room temperature. The 
resulting solution Was concentrated, ?ltered, and the product 
precipitated from the ?ltrate by addition of ethyl ether (300 
ml). The precipitate Was collected by ?ltration, dissolved in 
100 ml of methylene chloride, and the resulting solution 
stirred With 10 g of sodium carbonate overnight. The mix 
ture Was ?ltered and the product Was precipitated With 500 
ml of ethyl ether. The product Was collected by ?ltration and 
dried under vacuum. NMR comparison of acrylate and 
backbone absorptions indicated approximately 100% of the 
terminal groups Were acryloylated. 
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EXAMPLE 10 

[0114] Preparation of Hydrogel from PEC7 KDQ Diacrylate 

[0115] PEC7 KDQ diacrylate (100 mg) Was dissolved in 1 
ml of pH 7 buffer and 30 ul of potassium persulfate Was 
added. To the resulting solution Was added 30 pl of 100 mM 
iron(II) sulfate solution. The solution Was shaken and a 
hydrogel formed in several minutes. 

EXAMPLE 11 

[0116] Preparation of Degradable Hydrogel from 
NS—O2C—O-PEC7 KDa-O—CO2—NS and Chitosan 

[0117] NS—O2C—O-PEC7 KDa-O—CO2—NS (300 mg) 
Was mixed With 3 ml of a 1 Wt. % solution of chitosan at pH 
4. The resulting solution formed a clear, ?rm hydrogel 
Within 2 hours. 

EXAMPLE 12 

ave 

[0119] AZeotropically dried benZyl-PEG1 KDa-OH (40.6 g, 
40.6 mmoles), Bt-O2C—O-PEG1 KDa-O—CO2-Bt (25 g, 
20.3 mmoles) and dimethylaminopyridine (5 g, 81.2 
mmoles) Was mixed in 300 ml of acetonitrile. The reaction 
Was stirred at 75 -80° C. overnight. The solvent Was removed 
by rotary evaporation and the product Was precipitated using 
diethyl ether/isopropyl alcohol (500 ml, 50/50) in an ice 
bath. The product Was collected by ?ltration and dried under 
vacuum. The dry product Was placed in a 500 ml Parr bottle 
and dissolved in 100 ml of anhydrous 1,4-dioxane. 11.0 g of 
Pd/C (10% pd by Wt.) Was added and the bottle pressuriZed 
With 45 psi of hydrogen and shaken for 20.5 hours. The 
mixture Was ?ltered to remove the Pd/C and the solvent 
removed by rotary evaporation. The crude solid Was pre 
cipitated by adding 500 ml of isopropyl alcohol. The product 
Was collected by ?ltration and dried under vacuum. The 
product Was demonstrated to be greater than 98% pure With 
a polydispersity of 1.034 by GPC. 

[0120] Preparation of NS—O2C—O-PEC3 KDa-O— 
CO2—NS(NS=N-succinimidyl) from HO-PEC3 KDa-OH 

[0121] The dried HO-PEC3 KDa-OH Was dissolved in 
anhydrous CH3CN (150 ml) and stirred at room temperature 
under argon. Di-N-succinimidyl carbonate (2.6 g, 10 
mmoles) Was added and alloWed to dissolve before pyridine 
(0.81 ml, 10 mmoles) Was added. The reaction mixture Was 
stirred overnight (15 hrs.) The CH3CN Was removed under 
vacuum. The crude solid Was dissolved in CH2Cl2 (100 ml) 
and Washed once With buffer solution (100 ml). The aqueous 
layer Was extracted With an additional 50 ml of CH2Cl2 and 
the combined organic layers Were dried using Na2SO4. The 
solvent Was removed under vacuum until a viscous residue 

remained. To this Was added IPA (500 ml) to precipitate the 
product. The product Was collected by ?ltration and dried 
under vacuum. The product Was demonstrated by 1H nmr to 
have greater than 95% purity. 
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EXAMPLE 13 

[0122] Hydrolysis Kinetics of a Single Carbonate Linkage 
in a PEC Polymer 

[0123] CH3O—(CH2CH2O)n—CO2(CH2CH2O)n— 
OCH3(naVe=113) (1 Wt. % in buffer, pH 7.4) Was thermo 
stated at 37° C. and the hydrolysis rate of the carbonate 
linkage Was measured by analysis of the product using GPC. 
The half-life for hydrolysis under these conditions Was 
found to be 44 days. 

[0124] The foregoing description is to be considered illus 
trative rather than descriptive of the invention. Therefore, it 
should be understood that the speci?c embodiments 
described herein are illustrative of hoW the invention may be 
practiced and that modi?cations and other embodiments are 
intended to be included Within the scope of the appended 
claims. 

What is claimed is: 
1. Ahydrolytically degradable polymer comprising tWo or 

more oligomers linked to each other by hydrolytically 
degradable carbonate linkages, Wherein said oligomers com 
prise tWo or more alkylene oxide monomers. 

2. The polymer of claim 1, Wherein said oligomers are 
made of ethylene oxide monomers. 

3. The polymer of claim 1 Wherein said oligomers are 
made of monomers selected from the group consisting of 
ethylene oxide, propylene oxide, and butylene oxide. 

4. The polymer of claim 1 further comprising at least one 
reactive terminal moiety. 

5. The polymer of claim 4, Wherein said reactive terminal 
moiety is selected from the group consisting of N-succin 
imidyloxycarbonyl, 1-benZotriaZolyloxycarbonyl, p-nitro 
phenyloxycarbonyl, N-maleimidyl, aldehydes, acetals, 
tresyl, 1-imidaZolylcarbonyl, vinylsulfone, acryloyl, iodoac 
etamide, N-succinimidylpropionate, N-succinimidylbu 
tyrate, N-succinimidylacetate, and o-pyridyldithiyl. 

6. The polymer of claim 1, Wherein each of said oligomers 
is composed of from about 10 to about 50 monomers. 

7. A polymer having the formula of: 

X—O—[(—CH2CH2—O—)n—CO2]m— 
(CH2CH2O)n—Y 

Where n is an integer of from about 2 to about 2,000, m 
is an integer of from about 2 to about 200, and Where 
X and Y each independently is H, alkyl, alkenyl, aryl, 
or a reactive moiety, and X and Y can be same or 
different. 

8. The polymer of claim 7, Wherein X and Y are inde 
pendently selected from the group consisting of H, alkyl, 
alkenyl, aryl, acryloyl, methacryloyl, tresyl, N-succinimidy 
loxycarbonyl, 1-benZotriaZolyloxycarbonyl, p-nitropheny 
loxycarbonyl, N-maleimidyl, aldehydes, acetals, 1-imida 
Zolylcarbonyl, vinylsulfone, iodoacetamide, and 
o-pyridyldithiyl. 

9. The polymer of claim 7, Wherein X and Y are 1-ben 
ZotriaZolyloxy carbonyl. 

10. The polymer of claim 7, Wherein X and Y are acryloyl 
or methacryloyl. 

11. The polymer of claim 7, Wherein X and Y are 
N-succinimidyl carbonyl. 

12. The polymer of claim 7, Wherein n is an integer of 
from about 5 to about 500. 

13. The polymer of claim 7, Wherein n is an integer of 
from about 10 to about 50. 
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14. The polymer of claim 7, wherein m is an integer of 
from about 10 to about 50. 

15. A method for preparing a hydrolytically degradable 
polymer comprising: 

providing an oligomer having a hydroXyl group at one 
terminus and, at another terminus, a functional group of 
—O—CO2-Z Which is capable of reacting With a 
hydroXyl group to form a carbonate linkage, Wherein Z 
is a reactive leaving group, and Wherein said oligomer 
comprises tWo or more alkylene oXide monomers; and 

polymerizing said oligomer at conditions sufficient to 
form said hydrolytically degradable polymer, Wherein 
the polymer has tWo or more said oligomers linked to 
each other by hydrolytically degradable carbonate link 
ages. 

16. The method of claim 15 , further comprising activating 
said hydrolytically degradable polymer to form at least one 
reactive terminal moiety on said polymer. 

17. The method of claim 15, further comprising purifying 
said hydrolytically degradable polymer. 

18. The method of claim 15, Wherein said oligomer 
consists of ethylene oXide monomers. 

19. The method of claim 15, Wherein said polymer has the 
formula of: 

HO—[(—CH2CH2—O—)n—CO2— m— 
(CH2CH2O)n—H 

Wherein n is an integer of from about 2 to about 2000, m 
is an integer of from about 2 to about 100, and Wherein 
said oligomer has the formula of: 

Wherein n as de?ned above, Z is a reactive leaving group. 
20. The method of claim 19, Wherein Z is N-succinimidyl, 

1-benZotriaZolyl, or p-nitrophenyl. 
21. The method of claim 19, Wherein the polymeriZing 

step is conducted in a solvent in the presence of an organic 
base, and at a temperature of from about 37° C. to about 
100° C. 

22. The method of claim 21, Wherein said solvent is 
selected from the group consisting of acetonitrile, dimeth 
ylformamide, dimethylsulfoXide, benZene, toluene, Xylenes, 
chloroform, and methylene chloride. 

23. The method of claim 21, Wherein said organic base is 
selected from the group consisting of triethylamine, pyri 
dine, quinoline, and 4,4-dimethylaminopyridine. 

24. The method of claim 19, Wherein the polymeriZing 
step is conducted in melt in the presence of an organic base, 
and at a temperature of from about 37° C. to about 100° C. 

25. The method of claim 24, Wherein said organic base is 
selected from the group consisting of triethylamine, pyri 
dine, quinoline, and 4,4-dimethylaminopyridine. 

26. The method of claim 19, Wherein n is an integer of 
from about 10 to about 50. 

27. The method of claim 19, Wherein m is an integer of 
from about 5 to about 100. 

28. Amethod for preparing a polymer having the formula 
of: 

Wherein n is an integer of from about 10 to about 50, m 
is an integer of from about 5 to about 100, comprising: 
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polymeriZing an ethylene oXide oligomer having a for 
mula of 

HO—(—CH2CH2—O—)n—O—CO2—1-benzotriaz 
olyl 

in the presence of dimethylaminopyridine and at a tem 
perature of from about 45° C. to about 100° C., either 
in melt or in anhydrous acetonitrile as solvent, thereby 
forming said polymer. 

29. A method for preparing a polymer having the formula 
of: 

Wherein n is an integer of from about 10 to about 50, m 
is an integer of from about 5 to about 100, comprising: 

polymeriZing an ethylene oXide oligomer having a for 
mula of 

in the presence of dimethylaminopyridine and at a tem 
perature of from about 45° C. to about 100° C., either 
in melt or in anhydrous acetonitrile as solvent, thereby 
forming said polymer. 

30. A method for preparing a hydrolytically degradable 
polymer comprising: 

providing a ?rst oligomer having a ?rst functional group 
of —O—CO2—W at one terminus and, at another 
terminus, a second functional group of —O—CO2-Z, 
Wherein each of said functional groups is capable of 
reacting With a hydroXyl group to form a carbonate 
linkage, and Wherein Z and W are reactive leaving 
groups and can be same or different; 

providing a second oligomer having tWo hydroXyl termi 
nal groups; 

providing a polymeriZation reaction miXture comprising 
said ?rst and second oligomers; and 

polymeriZing said ?rst and second oligomers at condi 
tions suf?cient to form said hydrolytically degradable 
polymer, Wherein said polymer has tWo or more of said 
oligomers linked to each other by a hydrolytically 
degradable carbonate linkage, and Wherein each of said 
oligomers comprises tWo or more alkylene oXide 
monomers. 

31. The method of claim 30, further comprising activating 
said hydrolytically degradable polymer to form at least one 
reactive terminal moiety on said polymer. 

32. The method of claim 30, further comprising purifying 
said hydrolytically degradable polymer. 

33. The method of claim 30, Wherein said ?rst and second 
oligomers consist of ethylene oXide monomers. 

34. The method of claim 30, Wherein the ?rst oligomer 
has a functional group of —O—CO2-Z at tWo termini, and 
the step of providing the ?rst oligomer comprises: 

providing a precursor of the ?rst oligomer, Which has tWo 
terminal hydroXyl groups; 

providing an activating molecule having the formula of 
Z-O—CO2-Z; and 

reacting said precursor With said activating molecule to 
form said ?rst oligomer. 
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35. The method of claim 30, wherein said polymer has the 
formula of: 

said ?rst oligomer has the formula of 

HO—(—CH2CH2—O—)n—OH 
said second oligomer has the formula of 

W—O2C—O—(—CH2CH2—O—)n—O—CO2-Z 

Where n is an integer of from about 2 to about 2000, m is 
an integer of from about 2 to about 100, W and Z are 
reactive leaving groups and can be same or different. 

36. The method of claim 35, Wherein W and Z are 
N-succinimidyl, 1-benZotriaZolyl, or p-nitrophenyl. 

37. The method of claim 35, Wherein the polymerizing 
step is conducted in a solvent in the presence of an organic 
base, and at a temperature of from about 37° C. to about 
100° C. 

38. The method of claim 37, Wherein said solvent is 
selected from the group consisting of acetonitrile, dimeth 
ylformamide, dimethylsulfoXide, benZene, toluene, Xylenes, 
chloroform, and methylene chloride. 

39. The method of claim 37, Wherein said organic base is 
selected from the group consisting of triethylamine, pyri 
dine, quinoline, and 4,4-dimethylaminopyridine. 

40. The method of claim 35, Wherein Wherein the poly 
meriZing step is conducted in melt in the presence of an 
organic base, and at a temperature of from about 37° C. to 
about 100° C. 

41. The method of claim 40, Wherein said organic base is 
selected from the group consisting of triethylamine, pyri 
dine, quinoline, and 4,4-dimethylaminopyridine. 

42. The method of claim 35, Wherein n is from about 10 
to about 50. 

43. The method of claim 35, Wherein m is from about 5 
to about 100. 

44. The method of claim 35, Wherein W and Z are same, 
and Wherein said step of providing said second oligomer 
comprises: 

providing an activating molecule having the formula of 
Z-O—CO2-Z; 

providing a precursor of said second oligomer having tWo 
terminal hydroXyl groups; and 

reacting Z-O—CO2-Z and said precursor to form said 
second oligomer. 

45. Amethod for preparing a polymer having the formula 
of: 

Wherein n is an integer of from about 10 to about 50, m 
is an integer of from about 5 to about 100, comprising: 

providing a ?rst ethylene oXide oligomer having the 
formula of 

providing a second ethylene oXide oligomer having a 
formula of 
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co-polymeriZing said ?rst and second ethylene oXide 
oligomer in the presence of dimethylaminopyridine and 
at a temperature of from about 45° C. to about 100° C., 
either in melt or in anhydrous acetonitrile as solvent, 
thereby forming said polymer. 

46. A method for preparing a polymer having the formula 
of: 

Wherein n is an integer of from about 10 to about 50, m 
is an integer of from about 5 to about 100, comprising: 

providing a ?rst ethylene oXide oligomer having the 
formula of 

providing a second ethylene oXide oligomer having a 
formula of 

N-succinimidyl-O2C—O—(—CH2CH2—O—)n— 
O—CO2—N—succinimidyl; and 

co-polymeriZing said ?rst and second ethylene oXide 
oligomer in the presence of dimethylaminopyridine and 
at a temperature of from about 45° C. to about 100° C., 
either in melt or in anhydrous acetonitrile as solvent, 
thereby forming said polymer. 

47. A method for preparing a hydrolytically degradable 
polymer comprising: 

providing an alkylene oXide oligomer having tWo 
hydroXyl terminal groups; 

providing an activating molecule having the formula of 
Z-O—CO2-Z, Wherein Z is a reactive leaving group; 
and 

co-polymeriZing said oligomer and said activating mol 
ecule at conditions suf?cient to form said hydrolytically 
degradable polymer, Wherein said polymer comprises 
tWo or more of said oligomer linked to each other by 
hydrolytically degradable carbonate linkages. 

48. The method of claim 47, Wherein said oligomer is an 
ethylene oXide oligomer. 

49. The method claim 47, Wherein said polymer has the 
formula of: 

said oligomer has the formula of 

HO—(—CH2CH2—O—)n—OH, 
Where n is an integer of from about 2 to about 2000, m is 

an integer of from about 2 to about 200. 
50. The method of claim 49, Wherein Z is N-succinimidyl, 

1-benZotriaZolyl, or p-nitrophenyl. 
51. The method of claim 49, Wherein the co-polymeriZing 

step is conducted in a solvent in the presence of an organic 
base, and at a temperature of from about 37° C. to about 
100° C. 

52. The method of claim 51, Wherein said solvent is 
selected from the group consisting of acetonitrile, dimeth 
ylformamide, dimethylsulfoXide, benZene, toluene, Xylenes, 
chloroform, and methylene chloride. 

53. The method of claim 51, Wherein said organic base is 
selected from the group consisting of triethylamine, pyri 
dine, quinoline, and 4,4-dimethylaminopyridine. 

54. The method of claim 49, Wherein said polymeriZing 
step is conducted in melt in the presence of an organic base, 
and at a temperature of from about 37° C. to about 100° C. 
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55. The method of claim 54, wherein said organic base is 
selected from the group consisting of triethylamine, pyri 
dine, quinoline, and 4,4-dimethylaminopyridine. 

56. The method of claim 49, Wherein n is from about 10 
to about 50. 

57. The method of claim 49, Wherein m is from about 5 
to about 100. 

58. Amethod for preparing a polymer having the formula 
of: 

Wherein n is an integer of from about 10 to about 50, m 
is an integer of from about 5 to about 100, comprising 
co-polymeriZing disuccinimidylcarbonate and 

in the presence of dimethylaminopyridine and at a tem 
perature of from about 45° C. to about 100° C., either 
in melt or in anhydrous acetonitrile as solvent, thereby 
forming said polymer. 

59. Amethod for preparing a polymer having the formula 
of: 

HO—[(—CH2CH2—O—)n—CO2— m— 
(CH2CH2O)n—H 

Wherein n is an integer of from about 10 to about 50, m 
is an integer of from about 2 to about 100, comprising 
co-polymeriZing bis(l-benZotriaZolyl carbonate) and 

in the presence of dimethylaminopyridine and at a tem 
perature of from about 45° C. to about 100° C., either 
in melt or in anhydrous acetonitrile as solvent, thereby 
forming said polymer. 

60. A conjugate comprising a biologically active agent 
covalently linked to a hydrolytically degradable polymer, 
said polymer comprising tWo or more alkylene oXide oli 
gomers linked to each other by hydrolytically degradable 
carbonate linkages. 

61. The conjugate of claim 60, Wherein said biologically 
active agent is a protein or peptide. 

62. The conjugate of claim 60, Wherein said biologically 
active agent is covalently linked to said hydrolytically 
degradable polymer by a hydrolytically degradable linkage. 

63. The conjugate of claim 60, Wherein said oligomers are 
ethylene oXide oligomers. 

64. A conjugate comprising of a biologically active agent 
covalently linked to a hydrolytically degradable polymer 
having the formula of: 

Where n is an integer of from about 2 to about 2000, m is 
an integer of from about 2 to about 100, X and Y each 
independently is H, alkyl, alkenyl, aryl, or a reactive 
moiety capable of reacting With an active moiety on 
said biologically active agent, X and Y can be same or 
different, and Where at least one of X and Y is said 
reactive moiety. 

65. The conjugate of claim 64, Wherein X and Y are 
independently selected from the group consisting of H, 
alkyl, alkenyl, aryl, acryloyl, tresyl, N-succinimidyloXycar 
bonyl, 1-benZotriaZolyloXycarbonyl, p-nitrophenyloXycar 
bonyl, N-maleimidyl, aldehydes, acetals, 1-imidaZolylcar 
bonyl, vinylsulfone, iodoacetamide, and o-pyridyldithiyl. 
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66. The conjugate of claim 64, Wherein at least one of X 
and Y is N-succinimidyloXycarbonyl, 1-benZotriaZolyloXy 
carbonyl, p-nitrophenyloXycarbonyl. 

67. The conjugate of claim 64, Wherein n is an integer of 
from about 5 to about 500. 

68. The conjugate of claim 64, Wherein n is an integer of 
from about 10 to about 50. 

69. The conjugate of claim 64, Wherein m is an integer of 
from about 5 to about 100. 

70. A method for preparing a conjugate having a biologi 
cally active agent covalently linked to a hydrolytically 
degradable polymer, said polymer comprising tWo or more 
alkylene oXide oligomers linked to each other by hydrolyti 
cally degradable carbonate linkages, said method compris 
ing the steps of: 

providing said hydrolytically degradable polymer; 
activating said hydrolytically degradable polymer to form 

a reactive terminal moiety in said polymer; 

providing a biologically active agent having an active 
moiety; and 

reacting said reactive terminal moiety in said polymer 
With said active moiety of said biologically active 
agent, thereby forming a covalent linkage betWeen said 
biologically active agent and said polymer. 

71. The method of claim 70, Wherein said reactive termi 
nal moiety is selected from the group consisting of tresyl, 
N-succinimidyloXycarbonyl, 1-benZotriaZolyloXycarbonyl, 
p-nitrophenyloXycarbonyl, N-maleimidyl, aldehydes, 
acetals, 1-imidaZolylcarbonyl, vinylsulfone, iodoacetamide, 
and o-pyridyldithiyl. 

72. The method of claim 70, Wherein said active moiety 
of said biologically active agent is an amine or thiol group. 

73. The method of claim 70, Wherein the said alkylene 
oXide oligomers are made of ethylene oXide monomers. 

74. The method of claim 70, Wherein the polymer has the 
formula of 

Where n is an integer of from about 5 to about 500, and 
m is an integer of from about 5 to about 100. 

75. The method of claim 74, Wherein n is an integer of 
from about 10 to about 50. 

76. A method for delivering a biologically active agent 
into the body of a mammal, comprising administering the 
conjugate of claim 60 into said mammal. 

77. A method for delivering a biologically active agent 
into the body of a mammal, comprising administering the 
conjugate of claim 64 into said mammal. 

78. A hydrolytically degradable hydrogel comprising a 
backbone bonded to a crosslinking agent, Wherein said 
crosslinking agent is a hydrolytically degradable polymer 
having at least tWo reactive terminal moieties, said polymer 
comprising tWo or more alkylene oXide oligomers linked to 
each other by hydrolytically degradable carb 

79. The hydrolytically degradable hydrogel of claim 78, 
Wherein the alkylene oXide oligomers are made of ethylene 
oXide monomers. 

80. The hydrolytically degradable hydrogel of claim 78, 
Wherein said at least tWo reactive terminal moieties a re 
selected from the group consisting of N-succinimidyloXy 
carbonyl, 1-benZotriaZolyloXycarbonyl, p-nitrophenyloXy 
carbonyl, N-maleimidyl, aldehydes, acetals, tresyls, 1-imi 
daZolylcarbonyl, vinylsulfone, acryloyl, vinyl, 
iodoacetamide, and o-pyridyldithiyl. 
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81. The hydrolytically degradable hydrogel of claim 78, 
wherein said backbone is a biocompatible molecule having 
at least tWo active groups available to react With said 
terminal reactive moieties. 

82. The hydrolytically degradable hydrogel of claim 78, 
Wherein said backbone is selected from the group consisting 
of proteins, polyamines, polyols, amino carbohydrates, 
polythiols, polycarboXylic acids, and poly(ethylene glycol) 
amines. 

83. The hydrolytically degradable hydrogel of claim 78, 
Wherein said backbone is chitosan. 

84. The hydrolytically degradable hydrogel of claim 78, 
Wherein said backbone and said crosslinking agent have the 
same chemical formula having tWo terminal vinyl groups or 
terminal acryloyl or methacryloyl groups. 

85. The hydrolytically degradable hydrogel of claim 78, 
Wherein said crosslinking agent is a hydrolytically degrad 
able polymer having the formula of: 

Where n is an integer of from about 2 to about 2000, m is 
an integer of from about 2 to about 100, and Where X 
and Y each independently is a reactive moiety, and X 
and Y can be same or different. 

86. The hydrolytically degradable hydrogel of claim 85, 
Wherein X and Y are independently selected from the group 
consisting of acryloyl, tresyl, N-succinimidyloXycarbonyl, 
1-benZotriaZolyloXycarbonyl, p-nitrophenyloXycarbonyl, 
N-maleimidyl, aldehydes, acetals, 1-imidaZolylcarbonyl, 
vinylsulfone, iodoacetamide, and o-pyridyldithiyl. 
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87. The hydrolytically degradable hydrogel of claim 85, 
Wherein X and Y are 1-benZotriaZolyl carbonyl. 

88. The hydrolytically degradable hydrogel of claim 85, 
Wherein the backbone has the same chemical formula as the 
crosslinking agent, and Wherein X and Y are acrylate or 
methacrylate. 

89. The hydrolytically degradable hydrogel of claim 85, 
Wherein X and Y are N-succinimidyl carbonyl. 

90. The hydrolytically degradable hydrogel of claim 85, 
Wherein n is an integer of from about 5 to about 500. 

91. The hydrolytically degradable hydrogel of claim 85, 
Wherein n is an integer of from about 10 to about 50. 

92. The hydrolytically degradable hydrogel of claim 85, 
Wherein m is an integer of from about 5 to about 100. 

93. Ahydrolytically degradable hydrogel comprising chi 
tosan bonded to a hydrolytically degradable polymer having 
the formula of: 

Where n is an integer of from about 10 to about 50, m is 
an integer of from about 5 to about 100, and Where NS 
is N-succinimidyl. 

94. A delivery system for delivering a biologically active 
agent comprising the biologically active agent carried by a 
hydrolytically degradable hydrogel of claim 78. 

95. The delivery system of claim 94, Wherein said bio 
logically active agent is covalently linked to the hydrogel. 

96. A delivery system for delivering a biologically active 
agent comprising the biologically active agent carried by a 
hydrolytically degradable hydrogel of claim 85. 

* * * * * 


