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(57) ABSTRACT 

Biocompatible crosslinked-polymers, and methods for their 
preparation and use, are disclosed in Which the biocompat 
ible crosslinked polymers are formed from Water soluble 
precursors having electrophilic and nucleophilic groups 
capable of reacting and crosslinking in situ. Methods for 
making the resulting biocornpatible crosslinked polymers 
biodegradable or not are provided, as are methods for 
controlling the rate of degradation. The crosslinking reac 
tions may be carried out in situ on organs or tissues or 
outside the body. Applications for such biocornpatible 
crosslinked polymers and their precursors include controlled 
delivery of drugs, prevention of post-operative adhesions, 
coating of medical devices such as vascular grafts, Wound 
dressings and surgical sealants. 
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BIOCOMPATIBLE CROSSLINKED POLYMERS 

REFERENCE TO RELATED APPLICATIONS 

[0001] This application is a continuation of US. patent 
application Ser. No. 09/454,900, ?led Dec. 3, 1999, Which 
claims priority to US. Patent Application No. 60/110,849, 
?led Dec. 4, 1998, and is also a continuation-in-part of US. 
patent application Ser. No. 09/147,897, ?led Aug. 30, 1999; 
US. Patent Application No. 60/040,417, ?led Mar. 13, 1997; 
US. Patent Application Serial No. 60/039,904, ?led Mar. 4, 
1997; and US. Patent Application No. 60/026,526, ?led 
Sep. 23, 1996, Which patent applications are hereby incor 
porated by reference herein. 

FIELD OF THE INVENTION 

[0002] The invention relates generally to biocompatible 
crosslinked polymers, methods for preparing and using 
same. 

BACKGROUND OF THE INVENTION 

[0003] In the ?eld of medicine there has been a groWing 
recognition of the bene?ts of using biocompatible 
crosslinked polymers for the treatment of local diseases. 
Local diseases are diseases that are manifested at local sites 
Within the living animal or human body, for eXample ath 
erosclerosis, postoperative adhesions, rheumatoid arthritis, 
cancer, and diabetes. Biocompatible crosslinked polymers 
may be used in drug and surgical treatments of such dis 
eases. 

[0004] Historically, many local diseases have been treated 
by systemic administration of drugs. In this approach, in 
order to achieve therapeutic levels of drugs at local disease 
sites, drugs are delivered (via oral administration or injec 
tion) at a high systemic concentration, often With adverse 
side effects. As an alternative, biocompatible crosslinked 
polymers may be used as carriers to deliver drugs to local 
sites Within the body, thereby reducing the need for the 
systemic administration of high concentrations of drugs, 
While enhancing effectiveness. 

[0005] Local diseases also have been treated With surgery. 
Many of these surgical procedures employ devices Within 
the body. These devices may often be formed from or coated 
With biocompatible crosslinked polymers. For eXample, a 
surgical sealant is a device formed from biocompatible 
crosslinked polymers that may be used to reduce migration 
of ?uid from or into a tissue. For surgical sealants, as With 
many other surgical procedures, it is sometimes necessary to 
leave devices in the body after surgery to provide a con 
tinuing therapeutic bene?t. In such cases, it may be desired 
that the implant biodegrade over time, eliminating the need 
for a second surgical procedure to remove the implant after 
its usefulness has ended. Regardless of Whether the implant 
biodegrades over time, it may also be used, as described 
above, to deliver drugs to local sites Within the body. 

[0006] Many surgical procedures are noW performed in a 
minimally invasive fashion that reduces morbidity associ 
ated With the procedure. Minimally invasive surgery 
(“MIS”) encompasses laparoscopic, thoracoscopic, arthro 
scopic, intraluminal endoscopic, endovascular, interven 
tional radiological, catheter-based cardiac (such as balloon 
angioplasty), and like techniques. These procedures alloW 
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mechanical access to the interior of the body With the least 
possible perturbation of the patient’s body. Biocompatible 
crosslinked polymers may be advantageously used to form 
or coat many of these MIS tools. These polymers may also 
be used to form sutures, surgical clips, staples, sealants, 
tissue coatings, implants and drug delivery systems. 

[0007] Most of the polymers used With MIS applications 
are pre-formed to a speci?c shape before being used in a 
given application. HoWever, such pre-formed objects have 
limitations in MIS procedures because they, like other large 
objects, are dif?cult to transport through the small access 
sites afforded by MIS techniques. In addition, the shape of 
the pre-formed object may not be appropriate because the 
target tissues Where such objects are likely to be used have 
a variety of shapes and siZes. To overcome these limitations, 
in situ curable or gelable biocompatible crosslinked polymer 
systems have been eXplored. The precursors of such systems 
are usually liquid in nature. These liquids are then trans 
ported to the target tissue and applied on the target organ or 
tissue. The liquid ?oWs and conforms to the shape of the 
target organ. The shape of the conformed liquid is then 
preserved by polymeriZation or a gelation reaction. This 
approach has several advantages, including conformity to 
organ shapes and the ability to implant large quantities of 
liquid using MIS procedures. 

[0008] One use of in situ curable biocompatible 
crosslinked polymers in MIS procedures is to form tissue 
coatings so as to prevent post-surgical adhesions. For 
eXample, J. L. Hill-West et al., “Prevention of Postoperative 
Adhesions in the Rat by In Situ PhotopolymeriZation of 
Bioresorbable Hydrogel Barriers,”Obstetrics and Gynecol 
ogy, 83(1):59 (1994) describes the use of free radical pho 
topolymeriZable Water-soluble monomers to form biocom 
patible crosslinked polymers and thereby prevent post 
operative adhesions in tWo animal models. U.S. Pat. No. 
5,410,016 to Hubbell et al. describes the use of free radical 
photopolymeriZable monomers to form biocompatible 
crosslinked polymers, Which then are used as tissue adhe 
sives, controlled-release carriers and as tissue coatings for 
the prevention of post-operative adhesions. 

[0009] Free Radical PolymeriZation 

[0010] Many of the biocompatible crosslinked polymers 
previously knoWn used free radical polymeriZation of 
vinylic or acrylic functionalities. For eXample, the Hill-West 
article describes the use of free radical photopolymeriZable, 
Water soluble monomers consisting of 8000 molecular 
Weight (“MW”) polyethylene glycol (“PEG”) eXtended at 
both ends With oligomers of lactic acid and further acrylated 
at both ends. The aforementioned Hubbell patent describes 
the use of acetophenone derivative or eosin initiated free 
radical polymeriZation of acrylic functionalities of Water 
soluble biodegradable macromolecules. U.S. Pat. No. 4,938, 
763 to Dunn describes the use of benZoyl peroXide initiated 
free radical polymeriZation of liquid prepolymers. 

[0011] While free radical polymeriZation is useful for 
polymer synthesis, several considerations limit its suitability 
for use in the living animal or human body. First, the initiator 
Which generates free radicals normally produces several 
small molecules With knoWn or unknoWn toxicity. For 
eXample, one of the most commonly used photoinitiators, 
2,2-dimethoXy 2-phenylacetophenone, generates methyl 
benZoate and other small compounds during the initiation 
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step. The safety of these initiator fragments must be estab 
lished before there can be Widespread use of such systems 
for human or animal use. Second, free radicals are extremely 
reactive species and have life times ranging from 0.01 to 1 
second during a typical free radical polymerization reaction. 
Third, the free radical polymerization, once initiated, is often 
uncontrollable, frequently producing polymers With high 
molecular Weight and broad molecular Weight distribution. 
Fourth, the most common functionalities used in free radical 
polymerization are vinylic or acrylic, and the vinyl/acrylic 
polymers produced by these compositions do not degrade 
inside the body. Fifth, free radical polymerizable monomers 
often need to be inhibited With a small amount of inhibitor 
to prevent the premature polymerization of vinyl function 
ality. The most commonly used inhibitors are phenols (for 
example, hydroquinone), Which are toxic and hence can be 
used in only limited amounts, increasing the probability of 
premature polymerization and crosslinking. Finally, free 
radical polymerization is often exothermic, and the heat it 
generates may cause localized burn injuries. 

[0012] Electrophilic-Nucleophilic Polymerization 

[0013] Other crosslinked polymers have been formed 
using electrophilic-nucleophilic polymerization of polymers 
equipped With either electrophilic or nucleophilic functional 
groups. For example, US. Pat. Nos. 5,296,518 and 5,104, 
909 to Grasel et al. describe the formation of crosslinked 
polymers from ethylene oxide rich prepolymers, Wherein a 
polyisocyanate or loW molecular Weight diisocyanate is used 
as the electrophilic polymer or crosslinker, and a polyoxy 
ethylene based polyol With in situ generated amine groups is 
used as the nucleophilic precursor. US. Pat. No. 5,514,379 
to Weissleder et al. describes the formation of biocompatible 
crosslinked polymers using polymeric precursors, including 
polyethylene glycol derivatives, each having multiple elec 
trophilic or nucleophilic functional groups. US. Pat. No. 
5,426,148 to Tucker describes sealant compositions based 
on an electrophilic-nucleophilic polymerization reaction 
betWeen polyether acetoacetylate and polyether amine pre 
cursors. U.S. Pat. Nos. 5,874,500 and 5,527,856 to Rhee et 
al. also describe biocompatible crosslinked polymers, 
formed from electrophilic-nucleophilic polymerization of 
polymers having multiple electrophilic or nucleophilic func 
tionalities. 

[0014] While these electrophilic-nucleophilic polymeriza 
tion methods do not suffer from the same limitations as free 
radical polymerization methods, described above, they have 
other limitations stemming from their use of polymeric 
precursors. Mixing can be a signi?cant impediment to such 
reactions since polymeric precursors are often of a higher 
viscosity and diffusion is impeded, especially With the onset 
of gelation. Thus, imperfections in the crosslinked structures 
and Weaknesses may result. 

[0015] In contrast, the use of at least one small molecule 
precursor (Where small molecule refers to a molecule that is 
not a polymer and is typically of a molecular Weight less 
than 2000 Daltons, or else is a polymer and is of a molecular 
Weight of less than 1000 Daltons) alloWs for diffusion of the 
small molecule throughout the crosslinked structure, even 
after gelation, and thus may result in superior materials. This 
approach has heretofore been limited to small molecules 
having electrophilic end groups such as aldehyde. For 
example, BioGlue, marketed by Cryolife Inc., uses a glut 
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araldehyde-based electrophilic small molecule to react With 
a polymeric albumin-based nucleophilic polymer. 

[0016] HoWever, the small molecule electrophile 
approaches that are knoWn suffer from several limitations. 
For example, glutaraldehyde is knoWn to be a toxic com 
pound, and in fact is used to sterilize tissues and can cause 
signi?cant tissue toxicity. For isocyanate-based approaches, 
in order for in situ polymerization to occur Without local 
tissue toxicity, other crosslinkers are needed. Moreover, the 
prior art is silent on the subject of biodegradability of these 
netWorks. This is important because in many applications it 
is important that the materials absorb and be cleared from 
the body after having served their purpose. 

[0017] Visualization 

[0018] As described above, advances in modern surgery 
provide access to the deepest internal organs With minimally 
invasive surgical devices. As also described above, biocom 
patible crosslinked polymers that can be formed in situ are 
useful in such surgical procedures. HoWever, most such 
formulations, for example, ?brin glue, are colorless, and the 
amount of material used is typically very small, leading to 
a ?lm thickness of only about 0.05 to 1 mm. The resulting 
colorless solution or ?lm is therefore dif?cult to visualize, 
especially in the typically Wet and moist surgical environ 
ment. Under laparoscopic conditions, visibility is even more 
dif?cult due to the fact that only a tWo-dimensional vieW of 
the surgical ?eld is available on the monitor that is used in 
such procedures. 

[0019] The use of color in biocompatible crosslinked 
polymers and precursors may therefore greatly improve their 
utility in a surgical environment, especially under minimally 
invasive surgical procedures. Moreover, the better visibility 
available With the use of color also permits ef?cient use of 
materials With minimum Wastage. 

[0020] There thus exists a need for biocompatible 
crosslinked polymers that can be formed Without using free 
radical chemistry, that can be formed from at least one small 
molecule precursor that has minimal tissue toxicity, that may 
be biodegradable, and that may be colored. 

SUMMARY OF THE INVENTION 

[0021] It is therefore an object of the present invention to 
provide biocompatible crosslinked polymers and methods 
for their preparation and use, in Which the biocompatible 
crosslinked polymers are formed Without using free radical 
chemistry, and are formed using at least one non-toxic small 
molecule precursor. 

[0022] It is another object of this invention to provide such 
biocompatible crosslinked polymers and methods for their 
preparation and use, in Which the biocompatible crosslinked 
polymers are formed from aqueous solutions, preferably 
under physiological conditions. 

[0023] It is still another object of this invention to provide 
such biocompatible crosslinked polymers and methods for 
their preparation and use, in Which the biocompatible 
crosslinked polymers are formed in vivo. 

[0024] It is a still further object of this invention to provide 
such biocompatible crosslinked polymers and methods for 
their preparation and use, in Which the biocompatible 
crosslinked polymers are biodegradable. 
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[0025] Another object of this invention is to provide such 
biocompatible crosslinked polymers and methods for their 
preparation and use, in Which the biocompatible crosslinked 
polymers, their precursors, or both are colored. 

[0026] Another object of this invention is to provide 
methods for preparing tissue conforming, biocompatible 
crosslinked polymers in a desirable form, siZe and shape. 

[0027] Another object of this invention is to provide 
methods for using biocompatible crosslinked polymers to 
form medically useful devices or implants for use as surgical 
adhesion prevention barriers, as implantable Wound dress 
ings, as scaffolds for cellular groWth for tissue engineering, 
or as surgical tissue adhesives or sealants. 

[0028] Another object of this invention is to provide 
methods for using biocompatible crosslinked polymers to 
form medically useful devices or implants that can release 
bioactive compounds in a controlled manner for local, 
systemic, or targeted drug delivery. 

[0029] Another object of this invention is to provide 
methods and compositions for producing composite bioma 
terials comprising ?bers or particulates made of biodegrad 
able biocompatible crosslinked polymers. 

BRIEF DESCRIPTION OF THE DRAWINGS 

[0030] FIG. 1 depicts electrophilic Water soluble and 
biodegradable crosslinkers or functional polymers, Which 
can be crosslinked With appropriate nucleophilic precursors. 

[0031] FIG. 2 depicts nucleophilic Water soluble and 
biodegradable crosslinkers or functional polymers, Which 
can be crosslinked With appropriate electrophilic precursors. 

[0032] FIG. 3 depicts electrophilic Water soluble and 
biodegradable crosslinkers or functional polymers, Which 
can be crosslinked With appropriate nucleophilic precursors, 
Wherein either the biodegradable linkages or the functional 
groups are selected so as to make the precursor Water 
soluble. 

[0033] FIG. 4 depicts nucleophilic Water soluble 
crosslinkers or functional polymers, Which can be 
crosslinked With appropriate electrophilic precursors, and 
Which are not biodegradable. 

[0034] FIG. 5 depicts electrophilic Water soluble 
crosslinkers or functional polymers, Which can be 
crosslinked With appropriate nucleophilic precursors, and 
Which are not biodegradable. 

[0035] FIG. 6 depicts the preparation of an electrophilic 
Water soluble crosslinker or functional polymer using car 
bodiimide (“CDI”) activation chemistry, its crosslinking 
reaction With a nucleophilic Water soluble functional poly 
mer to form a biocompatible crosslinked polymer product, 
and the hydrolysis of that biocompatible crosslinked poly 
mer to yield Water soluble fragments. 

[0036] FIG. 7 depicts the use of sulfonyl chloride activa 
tion chemistry to prepare an electrophilic functional poly 
mer. 

[0037] FIG. 8 depicts the preparation of an electrophilic 
Water soluble crosslinker or functional polymer using N-hy 
droXysuccinimide (“NHS”) activation chemistry, its 
crosslinking reaction With a nucleophilic Water soluble func 
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tional polymer to form a biocompatible crosslinked polymer 
product, and the hydrolysis of that biocompatible 
crosslinked polymer to yield Water soluble fragments. 

[0038] FIG. 9 depicts preferred NHS esters for use in the 
invention. 

[0039] FIG. 10 shoWs the N-hydroXysulfosuccinimide 
(“SNHS”) activation of a tetrafunctional sugar-based Water 
soluble synthetic crosslinker and its crosslinking reaction 
With 4-arm amine terminated polyethylene glycol to form a 
biocompatible crosslinked polymer product, and the 
hydrolysis of that biocompatible crosslinked polymer to 
yield Water soluble fragments. 

[0040] FIG. 11 shoWs the variation in gelation time With 
the number of amino groups for the reaction of 4 arm 10 kDa 
succinimidyl glutarate PEG (“SG-PEG”) With di-, tri- or 
tetra-lysine. 

[0041] FIG. 12 shoWs the variation in gelation time With 
the solution age of the electrophilic functional polymer. 

[0042] FIG. 13 shoWs the variation in gelation time With 
the concentration of biocompatible crosslinked polymer 
precursors, and With the solution age of the 4 arm 10 kDa 
carboXymethyl-hydroXybutyrate-N-hydroXysuccinimidyl 
PEG (“CM-HBA-NS”) electrophilic functional polymer. 

[0043] FIG. 14 shoWs the variation in degradation time 
With the concentration of biocompatible crosslinked poly 
mer. 

DETAILED DESCRIPTION OF THE 
INVENTION 

[0044] The novel biocompatible crosslinked polymers of 
this invention are formed from the reaction of precursors 
having electrophilic and nucleophilic functional groups. The 
precursors are preferably Water soluble, non-toxic and bio 
logically acceptable. 

[0045] Preferably, at least one of the precursors is a small 
molecule, and is referred to as a “crosslinker”. More pref 
erably, the crosslinker has a solubility of at least 1 g/100 mL 
in an aqueous solution. Preferably, one of the other precur 
sors is a macromolecule, and is referred to as a “functional 
polymer”. 

[0046] Functional Groups Each precursor is multifunc 
tional, meaning that it comprises tWo or more electrophilic 
or nucleophilic functional groups, such that a nucleophilic 
functional group on one precursor may react With an elec 
trophilic functional group on another precursor to form a 
covalent bond. At least one of the precursors comprises more 
than tWo functional groups, so that, as a result of electro 
philic-nucleophilic reactions, the precursors combine to 
form crosslinked polymeric products. Such reactions are 
referred to as “crosslinking reactions”. 

[0047] Preferably, each precursor comprises only nucleo 
philic or only electrophilic functional groups, so long as both 
nucleophilic and electrophilic precursors are used in the 
crosslinking reaction. Thus, for eXample, if a crosslinker has 
nucleophilic functional groups such as amines, the func 
tional polymer may have electrophilic functional groups 
such as N-hydroXysuccinimides. On the other hand, if a 
crosslinker has electrophilic functional groups such as sul 
fosuccinimides, then the functional polymer may have 
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nucleophilic functional groups such as amines. Thus, func 
tional polymers such as proteins, poly(allyl amine), or 
amine-terminated di-or multifunctional poly(ethylene gly 
col) (“PEG”) can be used. 

[0048] Water Soluble Cores 

[0049] The precursors preferably have biologically inert 
and Water soluble cores. When the core is a polymeric region 
that is Water soluble, preferred polymers that may be used 
include: polyethers, for eXample polyalkylene oXides such 
as polyethylene glycol (“PEG”), polyethylene oXide 
(“PEO”), polyethylene oXide-co-polypropylene oXide 
(“PPO”), co-polyethylene oXide block or random copoly 
mers, and polyvinyl alcohol (“PV ”); poly(vinyl pyrrolidi 
none) (“PVP”); poly(amino acids); deXtran and the like. The 
polyethers and more particularly poly(oXyalkylenes) or 
poly(ethylene oXide) or polyethylene oXide are especially 
preferred. When the core is small molecular in nature, any 
of a variety of hydrophilic functionalities can be used to 
make the precursor Water soluble. For eXample, functional 
groups like hydroXyl, amine, sulfonate and carboXylate, 
Which are Water soluble, maybe used to make the precursor 
Water soluble. In addition, N-hydroXysuccinimide (“NHS”) 
ester of subaric acid is insoluble in Water, but by adding a 
sulfonate group to the succinimide ring, the NHS ester of 
subaric acid may be made Water soluble, Without affecting 
its reactivity toWards amine groups. 

[0050] Biodegradable Linkages 

[0051] If it is desired that the biocompatible crosslinked 
polymer be biodegradable or absorbable, one or more pre 
cursors having biodegradable linkages present in betWeen 
the functional groups may be used. The biodegradable 
linkage optionally also may serve as the Water soluble core 
of one or more of the precursors. In the alternative, or in 
addition, the functional groups of the precursors may be 
chosen such that the product of the reaction betWeen them 
results in a biodegradable linkage. For each approach, 
biodegradable linkages may be chosen such that the result 
ing biodegradable biocompatible crosslinked polymer Will 
degrade or be absorbed in a desired period of time. Prefer 
ably, biodegradable linkages are selected that degrade under 
physiological conditions into non-toxic products. 

[0052] The biodegradable linkage may be chemically or 
enzymatically hydrolyzable or absorbable. Illustrative 
chemically hydrolyzable biodegradable linkages include 
polymers, copolymers and oligomers of glycolide, dl-lac 
tide, 1-lactide, caprolactone, dioXanone, and trimethylene 
carbonate. Illustrative enzymatically hydrolyzable biode 
gradable linkages include peptidic linkages cleavable by 
metalloproteinases and collagenases. Additional illustrative 
biodegradable linkages include polymers and copolymers of 
poly(hydroXy acid)s, poly(orthocarbonate)s, poly(anhy 
dride)s, poly(lactone)s, poly(aminoacid)s, poly(carbonate)s, 
and poly(phosphonate)s. 

[0053] Visualization Agents 

[0054] Where convenient, the biocompatible crosslinked 
polymer or precursor solutions (or both) may contain visu 
alization agents to improve their visibility during surgical 
procedures. Visualization agents are especially useful When 
used in MIS procedures, due among other reasons to their 
improved visibility on a color monitor. 
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[0055] Visualization agents may be selected from among 
any of the various non-toXic colored substances suitable for 
use in medical implantable medical devices, such as FD&C 
dyes 3 and 6, eosin, methylene blue, indocyanine green, or 
colored dyes normally found in synthetic surgical sutures. 
The preferred color is green or blue because it has better 
visibility in presence of blood or on a pink or White tissue 
background. Red is the least preferred color. 

[0056] The visualization agent may be present in either a 
crosslinker or functional polymer solution, preferably in a 
functional polymer solution. The preferred colored sub 
stance may or may not become incorporated into the bio 
compatible crosslinked polymer. Preferably, hoWever, the 
visualization agent does not have a functional group capable 
of reacting With the crosslinker or functional polymer. 

[0057] The visualization agent may be used in small 
quantities, preferably less than 1% Weight/volume, more 
preferably less that 0.01% Weight/volume and most prefer 
ably less than 0.001% Weight/volume concentration. 

[0058] Additional visualization agents may be used, such 
as ?uorescent (e.g., green or yelloW ?uorescent under visible 
light) compounds (e.g., ?uorescein or eosin), X-ray contrast 
agents (e.g., iodinated compounds) for visibility under X-ray 
imaging equipment, ultrasonic contrast agents, or MRI con 
trast agents (e.g., Gadolinium containing compounds). 

[0059] Crosslinking Reactions. 

[0060] The crosslinking reactions preferably occur in 
aqueous solution under physiological conditions. More pref 
erably the crosslinking reactions occur “in situ”, meaning 
they occur at local sites such as on organs or tissues in a 
living animal or human body. More preferably the crosslink 
ing reactions do not release heat of polymerization. Prefer 
ably the crosslinking reaction leading to gelation occurs 
Within 10 minutes, more preferably Within 2 minutes, more 
preferably Within one minute, and most preferably Within 30 
seconds. 

[0061] Certain functional groups, such as alcohols or 
carboXylic acids, do not normally react With other functional 
groups, such as amines, under physiological conditions (e. g., 
pH 7.2-11.0, 37° C.). HoWever, such functional groups can 
be made more reactive by using an activating group such as 
N-hydroXysuccinimide. Several methods for activating such 
functional groups are knoWn in the art. Preferred activating 
groups include carbonyldiimidazole, sulfonyl chloride, aryl 
halides, sulfosuccinimidyl esters, N-hydroXysuccinimidyl 
ester, succinimidyl ester, epoXide, aldehyde, maleimides, 
imidoesters and the like. The N-hydroXysuccinimide esters 
or N-hydroXysulfosuccinimide groups are the most pre 
ferred groups for crosslinking of proteins or amine func 
tionalized polymers such as amino-terminated polyethylene 
glycol (“APEG”). 
[0062] FIGS. 1 to 5 illustrate various embodiments of 
preferred crosslinkers and functional polymers. 

[0063] FIG. 1 illustrates possible con?gurations of 
degradable electrophilic crosslinkers or functional poly 
mers. The biodegradable regions are represented by 
the functional groups are represented by and the 
inert Water soluble cores are represented by For 
crosslinkers, the central core is a Water soluble small mol 
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ecule and for functional polymers the central core is a Water 
soluble polymer of natural or synthetic origin. 

[0064] When Structure A in FIG. 1 is a functional poly 
mer, it is a linear Water soluble and biodegradable functional 
polymer, end-capped With tWo functional groups (e.g., 
N-hydroxysuccinimide ester or NHS, epoxide or similar 
reactive groups). The Water soluble core may be a polyalky 
lene oxide, preferably polyethylene glycol block copolymer, 
and it is extended With at least one biodegradable linkage 
betWeen it and each terminal functional group. The biode 
gradable linkage may be a single linkage or copolymers or 
homopolymers of absorbable polymers such as polyhydroxy 
acids or polylactones. 

[0065] When Structure B in FIG. 1 is a functional polymer 
it is a branched or star shaped biodegradable functional 
polymer Which has an inert polymer at the center. Its inert 
and Water soluble core is terminated With oligomeric bio 
degradable extensions, Which in turn are terminated With 
reactive functional groups. 

[0066] When Structures C and D in FIG. 1 are functional 
polymers, they are multifunctional 4 arm biodegradable 
functional polymers. This polymer again has a Water-soluble 
core at the center, Which is a 4 arm, tetrafunctional poly 
ethylene glycol (Structure C) or block copolymer of PEO 
PPO-PEO such as Tetronic 908 (Structure D) Which is 
extended With by small oligomeric extensions of biodegrad 
able polymer to maintain Water solubility and terminated 
With reactive functional end-groups such as CD1 or NHS. 

[0067] When Structure E in FIG. 1 is a functional poly 
mer, it is a multifunctional star or graft type biodegradable 
polymer. This polymer has a Water-soluble polymer like 
polyethylene oxide, polyvinyl alcohol or poly(vinyl pyrro 
lidinone) at the core Which is completely or partially 
extended With biodegradable polymer. The biodegradable 
polymer is terminated With reactive end groups. 

[0068] Structures A-E in FIG. 1 need not have polymeric 
cores and may be small molecule crosslinkers. In that case, 
the core may comprise a small molecule like ethoxylated 
glycerol, inositol, trimethylolpropane etc. to form the result 
ant crosslinker. In addition, Structures A-E in FIG. 1 need 
not have polymeric biodegradable extensions, and the bio 
degradable extensions may consist of small molecules like 
succinate or glutarate or combinations of 2 or more esters, 
such as glycolate/2-hydroxybutyrate or glycolate/4-hydrox 
yproline, etc. A dimer or trimer of 4-hydroxyproline may be 
used not only to add degradability, but also to add nucleo 
philic reactive sites via the pendant primary amines Which 
are part of the hydroxyproline moiety. 

[0069] Other variations of the core, the biodegradable 
linkage, and the terminal electrophilic group in Structures 
A-E in FIG. 1 may be constructed, so long as the resulting 
functional polymer has the properties of loW tissue toxicity, 
Water solubility, and reactivity With nucleophilic functional 
groups. 

[0070] FIG. 2 illustrates various embodiments of nucleo 
philic biodegradable Water-soluble crosslinkers and func 
tional polymers suitable foe use With electrophilic functional 
polymers and crosslinkers described herein. The biodegrad 
able regions are represented by the functional 
groups are represented by (—--u|); and the inert Water soluble 
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cores are represented by For crosslinkers, the central 
core is a Water soluble small molecule and for functional 
polymers the central core is a Water soluble polymer of 
natural or synthetic origin. 

[0071] When Structure F in FIG. 2 is a functional poly 
mer, it is a linear Water-soluble biodegradable polymer 
terminated With reactive functional groups like primary 
amine. The linear Water-soluble core is a polyalkylene oxide, 
preferably polyethylene glycol block copolymer, Which is 
extended With the biodegradable region Which is a copoly 
mer or homopolymer of polyhydroxy acids or polylactones. 
This biodegradable polymer is terminated With primary 
amines. 

[0072] When Structure G in FIG. 2 is a functional poly 
mer, it is a branched or star shaped biodegradable polymer 
Which has an inert polymer at the center. The inert polymer 
is extended With single or oligomeric biodegradable exten 
sions Which are terminated With reactive functional groups. 

[0073] When Structures H and I in FIG. 2 are functional 
polymers, they are multifunctional 4 arm biodegradable 
polymers. These polymers again have Water-soluble cores at 
their center Which are either a 4 arm, tetrafunctional poly 
ethylene glycol (Structure H) or a block copolymer of 
PEO-PPO-PEO such as Tetronic 908 (Structure I), extended 
With small oligomeric extensions of biodegradable polymers 
to maintain Water solubility, and terminated With functional 
groups such as amines and thiols. 

[0074] When Structure J in FIG. 2 is a functional polymer, 
it is a multifunctional star or graft type biodegradable 
polymer. This polymer has a Water-soluble polymer like 
polyethylene oxide, polyvinyl alcohol or poly(vinyl pyrro 
lidinone) at the core Which is completely or partially 
extended With biodegradable polymer. The biodegradable 
polymer is terminated With reactive end groups. 

[0075] Structures F-] in FIG. 2 need not have polymeric 
cores and may be small molecule crosslinkers. In that case, 
the core may comprise a small molecule like ethoxylated 
glycerol, inositol, trimethylolpropane etc. to form the result 
ant crosslinker. 

[0076] Other variations of the core, the biodegradable 
linkage, and the terminal nucleophilic group in Structures 
F-] in FIG. 2 may be constructed, so long as the resulting 
functional polymer has the properties of loW tissue toxicity, 
Water solubility, and reactivity With electrophilic functional 
groups. 

[0077] FIG. 3 illustrates con?gurations of Water soluble 
electrophilic crosslinkers or functional polymers Where the 
core is biodegradable. The biodegradable regions are rep 
resented by and the functional groups are repre 

sented by The biodegradable core is terminated With 
a reactive functional group that is also Water solubiliZing, 
such a N-hydroxysulfosuccinimide ester (“SNHS”) or N-hy 
droxyethoxylated succinimide ester (“ENHS”). 

[0078] Structure K in FIG. 3 depicts a difunctional bio 
degradable polymer or oligomer terminated With SNHS or 
ENHS. The oligomers and polymers may be made of a 
poly(hydroxy acid) such as poly(lactic acid), Which is 
insoluble in Water. HoWever, the terminal carboxylic acid 
group of these oligomers or polymers can be activated With 
N-hydroxysulfosuccinimide ester (“SNHS”) or N-hydroxy 
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ethoxylated succinimide ester (“ENHS”) groups. An ionic 
group, like a metal salt (preferably sodium salt) of sulfonic 
acid, or a nonionic group, like a polyethylene oxide on the 
succinimide ring, provides Water solubility While the NHS 
ester provides chemical reactivity toWards amines. The 
sulfonate groups (sodium salts) or ethoxylated groups on the 
succinimide ring solubiliZe the oligomer or polymer Without 
appreciably inhibiting reactivity toWards amine groups. 

[0079] Structures L-O in FIG. 3 represent multi-branched 
or graft type structures With terminal SNHS or ENHS group. 
The cores may comprise various non-toxic polyhydroxy 
compounds like sugars (xylitol, erythritol), glycerol, trim 
ethylolpropane, Which have been reacted With anhydrides 
such as succinic or glutaric anhydrides. The resultant acid 
groups Were then activated With SNHS or ENHS groups to 
form Water-soluble crosslinkers or functional polymers. 

[0080] FIG. 4 illustrates various nucleophilic functional 
polymers or crosslinkers that are not biodegradable. The 
nucleophilic functional groups are represented by ("I") 
and the inert Water soluble cores are represented by For 
crosslinkers, the central core is a Water soluble small mol 
ecule and for functional polymers the central core is a Water 
soluble polymer of natural or synthetic origin. 

[0081] When Structure P in FIG. 4 is a functional polymer 
it may be a Water-soluble linear polymer such as polyeth 
ylene glycol terminated With reactive end group such as 
primary amines and thiols. Such polymers are commercially 
available from Sigma (Milwaukee, Wis.) and ShearWater 
Polymers (Huntsville, Ala.). Some other preferred difunc 
tional polymers are PPO-PEO-PPO block copolymers such 
as Pluronic F68 terminated With amine groups. Pluronic or 
Tetronic polymers are normally available With terminal 
hydroxyl groups. The hydroxyl groups are converted into 
amine groups by methods knoWn in the art. 

[0082] When Structures Q-T in FIG. 4 are functional 
polymers they may be multifunctional graft or branch type 
Water-soluble copolymers With terminal amine groups. 

[0083] Structures P-T in FIG. 4 need not have polymeric 
cores and may be small molecule crosslinkers. In that case, 
the core may comprise a small molecule like ethoxylated 
glycerol, inositol, trimethylolpropane, dilysine etc. to form 
the resultant crosslinker. 

[0084] Other variations of the core and the terminal 
nucleophilic group in Structure P-T in FIG. 4 may be 
employed, so long as the properties of loW tissue toxicity, 
Water solubility, and reactivity With electrophilic functional 
groups are maintained. 

[0085] FIG. 5 illustrates various electrophilic functional 
polymers or crosslinkers that are not biodegradable. The 

electrophilic functional groups are represented by and the inert Water soluble cores are represented by For 

crosslinkers, the central core is a Water soluble small mol 
ecule and for functional polymers the central core is a Water 
soluble polymer of natural or synthetic origin. 

[0086] When Structure U is a functional polymer, it may 
be a Water-soluble polymer such as polyethylene glycol 
terminated reactive end group such as NHS or epoxide. Such 
polymers are commercially available from Sigma and Shear 
Water polymers. Some other preferred polymers are PPO 
PEO-PPO block copolymers such as Pluronic F68 termi 
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nated With NHS or SNHS group. Pluronic or Tetronic 
polymers are normally available With terminal hydroxyl 
groups. The hydroxyl groups are converted into acid group 
by reacting With succinic anhydride. The terminated acid 
groups are reacted With N-hydroxysuccinimide in presence 
of DCC to generate NHS activated Pluronic polymer. 

[0087] When Structures V-Y are functional polymers they 
may be multifunctional graft or branch type PEO or PEO 
block copolymers (Tetronics) activated With terminal reac 
tive groups such as NHS. 

[0088] Structures U-Y in FIG. 5 need not have polymeric 
cores and may be small molecule crosslinkers. In that case, 
the core may comprise a small molecule like ethoxylated 
glycerol, inositol, trimethylolpropane, dilysine etc. to form 
the resultant crosslinker. 

[0089] Other variations of the core and the terminal 
nucleophilic group in Structures U-Y in FIG. 5 may be 
employed, so long as the properties of loW tissue toxicity, 
Water solubility, and reactivity With electrophilic functional 
groups are maintained. 

[0090] Preparation of Structures A-Y in FIGS. 1-5 

[0091] The polymeric crosslinkers and functional poly 
mers illustrated as Structures A-Y in FIGS. 1 to 5 may be 
prepared using variety of synthetic methods. Their preferred 
compositions are described in Table 1. 

TABLE 1 

Preferred Crosslinkers and Functional Polymers 

Structure Brief Description Typical Example 

A Water soluble, linear 
difunctional 
crosslinker or 

Polyethylene glycol or 
ethoxylated 
propylene glycol 

functional polymer With 
Water soluble core, 
extended With 
biodegradable regions 
such as oligomers of 
hydroxyacids or peptide 
sequences Which are 
cleavable by enzymes and 
terminated With 
protein reactive 
functional groups. 

chain extended With 
oligolactate and 
terminated With N 
hydroxysuccinimide 
esters. 

B Water soluble, Ethoxylated glycerol 
trifunctional chain extended With 
crosslinker or oligolactate and 
functional polymer With terminated With N 
Water soluble core, hydroxysuccinimide 
extended With esters 
biodegradable regions 
such as oligomers of 
hydroxyacids or peptide 
sequences and 
terminated With protein 
reactive functional 
groups 

C Water soluble, 4 arm polyethylene 
tetrafunctional glycol, erythritol or 
crosslinker or 

functional polymer With 
Water soluble core, 
extended With 
biodegradable regions 
such as oligomers of 
hydroxyacids or peptide 
sequences and 

pentaerythritol chain 
extended With 
oligolactate and 
terminated With N 
hydroxysuccinimide 
esters 
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TABLE l-continued 

Preferred Crosslinkers and Functional Polvmers Preferred Crosslinkers and Functional Polvmers 

Structure Brief Description Typical Example Structure Brief Description Typical Example 

terminated With protein extended With block copolymer like 
reactive functional biodegradable regions Tetronic 908 chain 
groups such as oligomers of extended With 

D Water soluble, Ethoxylated ethylene hydroxyacids or peptide oligotrimethylene 
tetrafunctional diamine or sequences and carbonate and 
crosslinker or polyethylene oxide- terminated With amines, terminated With 
functional polymer With polypropylene oxide- carboxylic acid or aminoacid such as 
Water soluble core, polyethylene oxide thiols lysine 
extended With block copolymer like I Water soluble, LoW molecular Weight 
biodegradable regions Tetronic 908 chain multifunctional or polyvinyl alcohol 
such as oligomers of extended With graft type crosslinker or With 1—20% hydroxyl 
hydroxyacids or peptide oligotrimethylene functional polymer groups extended With 
sequences and carbonate and With Water soluble oligolactate and 
terminated With protein terminated With N- core, extended With terminated With 
reactive functional hydroxysuccinimide biodegradable regions aminoacid such as 
groups ester such as oligomers of lysine 

E Water soluble, branched LoW molecular Weight hydroxyacids or peptide 
crosslinker or polyvinyl alcohol sequences and 
functional polymer With With 1% to 20% terminated With amines, 
Water soluble core, hydroxyl groups carboxylic acid or 
extended With extended With thiols 
biodegradable regions oligolactate and K Water soluble, linear Difunctional 
such as oligomers of terminated With N- difunctional oligolactic acid With 
hydroxyacids or peptide hydroxysuccinimide crosslinker or terminal carboxyl 
sequences and ester functional polymer such groups Which are 
terminated With protein as oligomers of activated With n 
reactive functional hydroxyacids or peptide hydroxysulfosuccinimide 
groups sequences Which are ester or 

F Water soluble, linear Polyethylene oxide- terminated With protein ethoxylated n 
difunctional polypropylene oxide- reactive functional hydroxysuccinimide 
crosslinker or polyethylene oxide groups ester. 
functional polymer With block copolymer L Water soluble branched Trifunctional 
Water soluble core, surfactant like trifunctional oligocaprolactone 
extended With Pluronic F68 chain crosslinker or With terminal 
biodegradable regions extended With functional polymer such carboxyl groups Which 
such as oligomers of oligolactate and as oligomers of are activated With n 
hydroxyacids or peptide terminated With amino hydroxyacids or peptide hydroxysulfosuccinimide 
sequences and acids such as lysine or sequences Which are ester or 

terminated With amines, peptide sequences terminated With protein ethoxylated n 
carboxylic acid or that may contain tWo reactive functional hydroxysuccinimide 
thiols amine groups groups ester. 

G Water soluble, Ethoxylated glycerol M Water soluble, branched Tetrafunctional 
trifunctional chain extended With tetrafunctional oligocaprolactone 
crosslinker or oligolactate and crosslinker or With terminal 
functional polymer With terminated With functional polymer such carboxyl groups Which 
Water soluble core, aminoacid such as as oligomers of are activated With n 

extended With lysine hydroxyacids or peptide hydroxysulfosuccinimide 
biodegradable regions sequences Which are ester or 
such as oligomers of terminated With protein ethoxylated n 
hydroxyacids or peptide reactive functional hydroxysuccinimide 
sequences and groups ester. 
terminated With amines, N Water soluble, branched Tetrafunctional 
carboxylic acid or tetrafunctional oligocaprolactone 
thiols crosslinker or With terminal 

H Water soluble, 4 arm polyethylene functional polymer such carboxyl groups Which 
tetrafunctional glycol or tetra as oligomers of are activated With n 

crosslinker OT erythritol Chain hydroxyacids or peptide hydroxysulfosuccinimide 
functional polymer With extended With Sequences which are ester or 

Water Soluble Core> oligQlactate a_nd terminated With protein ethoxylated n 
elitended Wlth _ tenPmat?f/d Wlth reactive functional hydroxysuccinimide 
biodegradable regions aminoacid such as groups esten 
Such as Oh.gOmerS Of. lysme O Water soluble, branched Multifunctional 
hydroxyaclds Or pepnde multifunctional oligolactic acid With 
sequences and . . 

terminated With amines, crosslinker or terminal carboxyl 
carboxylic acid or functional polymer such groups Which are 
thiols as oligomers of activated With n 

I Water Soluble, Ethoxylated ethylene hydroxyacids or peptide hydroxysulfosuccinimide 
tetrafunctional 
crosslinker or 

functional polymer With 
Water soluble core, 

diamine or 

polyethylene oxide 
polypropylene oxide 
polyethylene oxide 

sequences Which are 

terminated With protein 
reactive functional 

groups 

ester or 

ethoxylated n 
hydroxysuccinimide 
ester. 
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TABLE l-continued 

Preferred Crosslinkers and Functional Polvmers 

Structure Brief Description Typical Example Structure Brief Description Typical Example 

P Water soluble, linear Polyethylene glycol crosslinker or poly(n— 
difunctional With terminal amines functional polymer With hydroxysuccinimide 
crosslinker or 

functional polymer 
terminated With amines, 
carboxylic acid or 
thiols functional 
groups 
Water soluble, branched 
trifunctional 
crosslinker or 

functional polymer 
terminated With amines, 
carboxylic acid or 
thiols as functional 

group 
Water soluble, branched 
tetrafunctional 
crosslinker or 

functional polymer 
terminated With amines, 
carboxylic acid or 
thiols functional 
groups 
Water soluble, branched 
tetrafunctional 
crosslinker or 

functional polymer 
terminated With amines, 
carboxylic acid or 
thiols functional 
groups 

Water soluble, branched 
graft crosslinker or 
functional polymer With 
terminal amines, 
carboxylic acid or 
thiols functional 
groups 
Water soluble, linear 
difunctional 
crosslinker or 

functional polymer 
terminated With protein 
reactive functional 
groups 
Water soluble branched 
trifunctional 
crosslinker or 

functional polymer 
terminated With protein 
reactive functional 
groups 
Water soluble branched 
tetrafunctional 
crosslinker or 

functional polymer 
terminated With protein 
reactive functional 
groups 
Water soluble branched 
tetrafunctional 
crosslinker or 

functional polymer 
terminated With protein 
reactive functional 
groups 

Water soluble, branched 
graft polymer 

Of 

groups 

Ethoxylated glycerol 
With terminal amines 
groups 

4 arm polyethylene 
glycol modi?ed to 
produce terminal 
amine groups 

Ethoxylated ethylene 
diamine or 

polyethylene oxide 
polypropylene oxide 
polyethylene oxide 
block copolymer like 
Tetronic 908 modi?ed 
to generate terminal 
amine groups 
Polylysine, albumin, 
polyallyl amine 

Polyethylene glycol 
With n 

hydroxysuccinimide as 
end groups 

Ethoxylated glycerol 
terminated With n 

hydroxysuccinimide 

4 arm polyethylene 
glycol terminated 
With n 

hydroxysuccinimide 
esters 

Ethoxylated ethylene 
diamine or 

polyethylene oxide 
polypropylene oxide 
polyethylene oxide 
block copolymer like 
Tetronic 908 With n 

hydroxysuccinimide 
ester as end group 
Poly(vinyl 
pyrrolidinone)—co— 

protein reactive 
functional groups 

acrylate) copolymer 
(9:1), molecular 
Weight < 40000 Da 

[0092] First, the biodegradable links of Structures A-J in 
FIGS. 1 and 2 may be composed of speci?c di or multi 
functional synthetic amino acid sequences Which are recog 
nized and cleaved by enzymes such as collagenase, and may 
be synthesized using methods knoWn to those skilled in the 
peptide synthesis art. For example, Structures A-E in FIG. 
1 may be obtained by ?rst using carboxyl, amine or hydroxy 
terminated polyethylene glycol as a starting material for 
building a suitable peptide sequence. The terminal end of the 
peptide sequence is converted into a carboxylic acid by 
reacting succinic anhydride With an appropriate amino acid. 
The acid group generated is converted to an NHS ester by 
reaction With N-hydroxysuccinimide. 

[0093] The functional polymers described in FIG. 2 may 
be prepared using a variety of synthetic methods. In a 
preferred embodiment, the polymer shoWn as Structure F 
may be obtained by ring opening polymerization of cyclic 
lactones or carbonates initiated by a dihydroxy compound 
such as Pluronic F 68 in the presence of a suitable catalyst 
such as stannous 2-ethylhexanoate. The molar equivalent 
ratio of caprolactone to Pluronic is kept beloW 10 to obtain 
a loW molecular Weight chain extension product so as to 
maintain Water solubility. The terminal hydroxyl groups of 
the resultant copolymer are converted into amine or thiol by 
methods knoWn in the art. 

[0094] In a preferred method, the hydroxyl groups of a 
Pluronic-caprolactone copolymer are activated using tresyl 
chloride. The activated groups are then reacted With lysine 
to produce lysine terminated Pluronic-caprolactone copoly 
mer. Alternatively, an amine-blocked lysine derivative is 
reacted With the hydroxyl groups of a Pluronic-caprolactone 
copolymer and then the amine groups are regenerated using 
a suitable de-blocking reaction. 

[0095] Structures G, H, I and J in FIG. 2 may represent 
multifunctional branched or graft type copolymers having 
Water-soluble core extended With oligohydroxy acid poly 
mer and terminated With amine or thiol groups. 

[0096] For example, in a preferred embodiment, the func 
tional polymer illustrated as Structure G in FIG. 2 is 
obtained by ring opening polymerization of cyclic lactones 
or carbonates initiated by a tetrahydroxy compound such as 
4 arm, tetrahydroxy polyethylene glycol (molecular Weight 
10,000 Da), in the presence of a suitable catalyst such as 
stannous octoate. The molar equivalent ratio of cyclic lac 
tone or carbonate to PEG is kept beloW 10 to obtain a loW 
molecular Weight extension, and to maintain Water solubility 
(polymers of cyclic lactones generally are not as Water 
soluble as PEG). Alternatively, hydroxyacid as a biodegrad 
able link may be attached to the PEG chain using blocking/ 
deblocking chemistry knoWn in the peptide synthesis art. 
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The terminal hydroXy groups of the resultant copolymer are 
activated using a variety of reactive groups known in the art. 
The CDI activation chemistry and sulfonyl chloride activa 
tion chemistry is shoWn in FIGS. 6 and 7, respectively. 

[0097] The most preferred reactive groups are N-hydroX 
ysuccinimide esters, synthesiZed by any of several methods. 
In a preferred method, hydroXyl groups are converted to 
carboXylic groups by reacting them With anhydrides such as 
succinic anhydride in the presence of tertiary amines such as 
pyridine or triethylamine or dimethylaminopyridine 
(“DMAP”). Other anhydrides such as glutaric anhydride, 
phthalic anhydride, maleic anhydride and the like may also 
be used. The resultant terminal carboXyl groups are reacted 
With N-hydroXysuccinimide in the presence of dicycloheXy 
lcarbodiimide (“DCC”) to produce N-hydroXysuccinimide 
ester (referred as NHS activation). The NHS activation and 
crosslinking reaction scheme is shoWn in FIG. 8. The most 
preferred N-hydroXysuccinimide esters are shoWn in FIG. 9. 

[0098] In a preferred embodiment, the polymer shoWn as 
structure H is obtained by ring opening polymeriZation of 
glycolide or trimethylene carbonate initiated by a tetrahy 
droXy compound such as tetrafunctional polyethylene glycol 
(molecular Weight 2000 Da) in the presence of a catalyst 
such as stannous 2-ethylheXoate. The molar equivalent ratio 
of glycolide to PEG is kept from 2 to 10 to obtain a loW 
molecular Weight extension. The terminal hydroXy groups of 
the resultant copolymer are converted into amine groups by 
reaction With lysine as mentioned previously. Similar 
embodiments can be obtained using analogous chain eXten 
sion synthetic strategies to obtain structures F, G, I and J by 
starting With the appropriate corresponding polyol. 
[0099] Structures K, L, M, N, and O in FIG. 3 are made 
using a variety of synthetic methods. In a preferred embodi 
ment, the polymer shoWn as Structure L in FIG. 3 is 
obtained by ring opening polymeriZation of cyclic lactones 
by a trihydroXy compound such as glycerol in the presence 
of a catalyst such as stannous 2-ethylheXanoate. The molar 
equivalent ratio of cyclic lactone to glycerol is kept beloW 2, 
so that only loW molecular Weight oligomers are obtained. 
The loW molecular Weight oligomer ester is insoluble in 
Water. The terminal hydroXy groups of the resultant copoly 
mer are activated using N-hydroXysulfosuccinimide groups. 
This is achieved by converting hydroXy groups to carboXylic 
groups by reacting With anhydrides such as succinic anhy 
dride in presence of tertiary amines. The resultant terminal 
carboXyl groups are reacted With N-hydroXysulfosuccinim 
ide or N-hydroXyethoXylated succinimide in the presence of 
dicycloheXylcarbodiimide (“DCC”) to produce a sulfonated 
or ethoXylated NHS ester. The sulfonate or PEO chain on the 
succinimide ring gives Water solubility to the oligoester. 

[0100] The foregoing method generally is applied to solu 
biliZe only loW molecular Weight multi-branched oli 
goesters, With molecular Weights beloW 1000. In another 
variation of this method, various non-toXic polyhydroXy 
compounds, preferably sugars, such as erythritol, Xylitol are 
reacted With succinic anhydride in the presence of a tertiary 
amine. The terminal carboXyl group of succinated erythritol 
is esteri?ed With N-hydroXysulfosuccinimide (FIG. 9). 
Similar embodiments may be obtained using analogous 
synthetic strategies to obtain structures K, and M-O by 
starting With the appropriate starting materials. 
[0101] Structures P—R may be synthesiZed by reacting 
the appropriate starting material, such as a linear (P) or 2- or 
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3-arm branched PEG (Q, R) With hydroXy end groups, With 
lysine as mentioned previously, such that the arms of the 
PEG oligomers are capped With amine end groups. Structure 
S may be synthesiZed, using a multistep reaction, from PEG, 
glycerol and a diisocyanate. In the ?rst step a PEG diol is 
reacted With eXcess diisocyanate, such as 4,4‘diphenyl meth 
ane diisocyanate (“MDI”), methylene-bis(4-cycloheXyliso 
cyanate) (“HMDI”) or heXamethylenediisocyanate (“HDI”). 
After puri?cation the resultant PEG diisocyanate is added 
dropWise to eXcess glycerol or trimethylol propane or other 
triol and reacted to completion. The puri?ed product, noW 
having diol end groups, is again reacted With eXcess diiso 
cyanate and puri?ed, yielding a PEG-tetra-isocyanate. This 
tetrafunctional PEG subsequently may be reacted With 
eXcess PEG diols, yielding a 4 arm PEG synthesiZed from a 
PEG diol oligomer. In the ?nal step lysine end groups are 
incorporated, as discussed previously. 

[0102] Structure T may be synthesiZed as folloWs. First 
synthesiZe a random copolymer of PEG-monoacrylate and 
some other acrylate or combination of acrylates, such that 
the ?nal polyacrylate is Water soluble. Other acrylates 
include, but are not limited to, 2-hydroXyethylacrylate, 
acrylic acid, and acrylamide. Conditions may be varied to 
control the molecular Weight as desired. In the ?nal step, the 
acrylate is reacted With lysine as discussed previously, using 
an appropriate quantity to achieve the desired degree of 
amination. 

[0103] One method of synthesiZing Structures U-Y is to 
use dicycloheXylcarbodiimide coupling to a carboXylate end 
group. For Structures U-W, one can react the appropriate 
PEG-diol, -triol or -tetra-hydroXy starting material With 
eXcess succinic anhydride or glutaric anhydride such that all 
end groups are effectively carboXylated. Structures X and Y 
may be made in a manner similar to that used for Structures 
S and T, eXcept that in the last step, instead of end capping 
With lysine, end capping With succinic anhydride or glutaric 
anhydride is performed. 

[0104] Preparation of Biocompatible Polymers 

[0105] Several biocompatible crosslinked polymers may 
be produced using the crosslinkers and functional polymers 
described in FIGS. 1 to 5. Preferred combinations of such 
polymers suitable for producing such biocompatible 
crosslinked polymers are described in Table 1 and Table 2. 
In Table 2, the crosslinker functional groups are N-hydroXy 
succinimide esters and the functional polymer functional 
groups are primary amines. 

TABLE 2 

Biocompatible Polymers Synthesized from 
Crosslinkers and Functional Polymers Of Table 1 

Functional 
Crosslinker Polymer 
Structure Structure Concentration Medium 

B or C H and R Molar Borate or 

Equivalent; triethanol 
>20% W/V amine buffer, 

pH 7-9 
A, B or C H, P, Q, R and Molar Borate or 

S Equivalent; triethanol 
>20% W/V amine buffer, 

pH 7-9 




















