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(57) ABSTRACT 

The present invention relates to crosslinked polymers, syn 
thesiZed through ring-opening polymerization of ethyleni 
cally unsaturated epoXides, in combination with ot-hydroxy 
acids using a hydrophilic macroinitiator, such as poly(eth 
ylene glycol), to form substituted copolymers having ethyl 
enically unsaturated functionality randomly distributed 
along the polyester polymer backbone. That copolymer is 
subsequently crosslinked to form a hydrogel network. More 
particularly, the present invention relates to the synthesis of 
biodegradable poly(ot-hydroxy acid-co-glycidyl methacry 
late)-block-poly(ethylene glycol)-block-poly(ot-hydroxy 
acid-co-glycidyl methacrylate) copolymers, which are sub 
sequently crosslinked to form hydrogel networks. The 
invention also relates to the use of these hydrogel networks 
in various applications, in particular, for the controlled 
release of drugs and proteins. 
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CROSSLINKED HYDROGEL COPOLYMERS 

BACKGROUND OF THE INVENTION 

[0001] 1. Field of the Invention 

[0002] The present invention relates to the synthesis of 
crosslinked polymers. More particularly, the present inven 
tion relates to biodegradable crosslinked hydrogel copoly 
mers. 

[0003] 2. Related Art 

[0004] Interest in the synthesis of neW degradable poly 
mers has expanded in recent years. The increased interest in 
the synthesis of neW degradable polymers stems in part from 
the use of synthetic polymers in medical applications. In 
many medical applications, it is advantageous that the 
polymer be able to degrade and that the degradation prod 
ucts also must be compatible With the human body, i.e., be 
nontoxic. In this situation, the polymers are termed biode 
gradable, indicating their ability to degrade due to biological 
processes occurring inside the human body. As early as the 
1960s, synthetic polymers Were used in the ?eld of surgical 
medicine as suture material. The polymeric suture material 
Was both biodegradable and absorbable, that is, the polymers 
decomposed after a period of time after implantation in the 
human body, and those decomposition products Were 
absorbed by the human body Without any adverse or toxic 
effects. 

[0005] In addition to use as suture material, degradable 
polymers have been used in other biomedical applications, 
such as polymer-based drug delivery systems. In such a 
system, degradable polymers are used as a matrix for the 
controlled or sustained delivery or release of biologically 
active agents, such as protein drugs, to the human body. In 
addition, the development of endoscopic surgical techniques 
has resulted in the need for developing such degradable drug 
delivery systems Wherein the placement of the drug delivery 
device is targeted for speci?c anatomical locations. 
Examples of such polymer-based drug delivery systems are 
described in the following US. patents: US. Pat. No. 
6,183,781, entitled “Method for Fabricating Polymer-based 
Controlled-release Devices”; US. Pat. No. 6,110,503, 
entitled “Preparation of Biodegradable, Biocompatible 
Microparticles Containing a Biologically Active Agent”; 
US. Pat. No. 5,989,463, entitled “Methods for Fabricating 
Polymer-based Controlled-release Devices”; US. Pat. No. 
5,916,598, entitled “Preparation of Biodegradable, Biocom 
patible Microparticles Containing a Biologically Active 
Agent”; US. Pat. No. 5,817,343, entitled “Method for 
Fabricating Polymer-based Controlled-release Devices”; 
US. Pat. No. 5,650,173, entitled “Preparation of Biodegrad 
able, Biocompatible Microparticles Containing a Biologi 
cally Active Agent.” Other examples of polymer-based drug 
delivery systems are described in US. Pat. No. 5,922,253, 
entitled “Production Scale Method of Forming Micropar 
ticles” and US. Pat. No. 5,019,400, entitled “Very LoW 
Temperature Casting of Controlled Release Micro spheres,” 
the technology described therein also knoWn as Prolease®. 
All of the above-identi?ed patents are assigned to Alkermes 
Controlled Therapeutics, Inc. of Cambridge, Mass., and are 
incorporated herein by reference. 

[0006] Degradable polymers have also been used in other 
biomedical applications, including use as polymer scaffolds 
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for tissue engineering, and are described in US. Pat. No. 
6,103,255, for example, incorporated herein by reference. 
Additional biomedical applications for synthetic biodegrad 
able polymers include use With fracture ?xation, for 
example, as absorbable orthopedic ?xation devices, and are 
described in US. Pat. Nos. 5,902,599 and 5,837,752, both of 
Which are incorporated herein by reference. Synthetic bio 
degradable polymers are also used in dental applications, 
and are described, for example, in US. Pat. No. 5,902,599. 

[0007] The Wide variety of biomedical applications just 
described for synthetic biodegradable polymers demon 
strates the need for the development of different types of 
polymers With varying physical properties for use in various 
biomedical applications. 

[0008] Synthetic degradable absorbable polymers already 
developed to date for use in biomedical applications include, 
for example, poly(p-dioxanone), Which is an alternating 
ether-ester polymer, and its copolymers; polycaprolactone; 
polyhydroxyalkanoates; poly(propylene fumarate); poly 
(ortho esters); other polyesters including poly(block-ether 
esters), poly(ester amides), poly(ester urethanes), polyphos 
phonate esters, and polyphosphoesters; polyanhydrides; 
polyphosphaZenes; poly(alkylcyanoacrylates); and poly 
acrylic acids, polyacrylamides, and their hydrogels. These 
synthetic absorbable polymers are discussed in detail in 
Handbook of Biodegradable Polymers, edited by Domb, 
Kost, and Wiseman (HarWood Academic Pub. 1997), incor 
porated herein by reference. 

[0009] In addition, synthetic polymers based on the poly 
meriZation of caprolactone, lactic acid, and glycolic acid 
have become mainstays in the ?eld of degradable polymers, 
in particular the ?eld of degradable polyesters, and are 
available commercially. Caprolactone is the cyclic ester 
derivative of hydroxy caproic acid, HO(CH2)5CO2H, and 
can be ring-opened to form the polyester poly(caprolactone), 
—[O(CH2)5CO2]—. It should be noted that caprolactone 
has tWo structural isomers, designated E- and o-caprolac 
tone. Any discussion of caprolactone generally applies to 
both forms, unless speci?cally noted. 

[0010] Polylactide, polyglycolide, and the copolymers of 
lactide With glycolide are knoWn for their applications as 
biodegradable polymers because of their proven biocompat 
ibility and versatile degradation properties. Lactic acid- and 
glycolic acid-based polymers With high molecular Weights 
are not obtained through direct condensation of the corre 
sponding carboxylic acid due to reversibility of the conden 
sation reaction, backbiting reactions, and the high degree of 
conversion required. Rather, lactic acid- and glycolic acid 
based polymers are typically obtained by ring-opening poly 
meriZation of the corresponding diester dimers, lactide and 
glycolide, respectively, themselves. Alternatively, the reac 
tion can be carried out as a condensation of lactic and 
glycolic acid. The resulting polymers of these polymeriZa 
tion reactions are poly(lactic acid), also referred to as 
poly(lactide), abbreviated PLA and poly(glycolic acid), also 
referred to as poly(glycolide), abbreviated PGA. Copoly 
mers incorporating both monomers are also available and 
are termed poly(lactide-co-glycolides) abbreviated PLGA 
and poly(glycolide-co-lactides) abbreviated PGLA, or col 
lectively PLGs. US. Pat. No. 5,650,173, incorporated herein 
by reference, describes examples of these commercially 
available polymers and copolymers based on lactic acid and 
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glycolic acid. It should be noted that lactide has tWo struc 
tural isomers, denoted D and L. Any discussion of lactide 
generally is referring to a racemic mixture of both isomers, 
i.e., D,L-lactide, abbreviated DLLA, unless speci?cally 
noted. 

[0011] All of these polymers and copolymers derived from 
caprolactone, lactic and glycolic acid contain ester linkages 
in the backbone of the polymer chain. The presence of this 
ester linkage provides the necessary functionality to permit 
degradability, particularly biodegradability in the human 
body. As opposed to other linkages, such as amides, Which 
require severe conditions in order to decompose, the ester 
linkage undergoes hydrolysis under even mildly basic con 
ditions such as those found in vivo. In contrast, the amide 
linkage requires more stringent conditions and is not easily 
hydrolyZed even under strongly acidic or basic conditions. 
In vivo, the only available route for cleavage of an amide 
bond is enZymatic, and that cleavage is often speci?c to the 
amino acid sequence. The highly crystalline nature of polya 
mides, e.g., nylon, further sloWs degradation by preventing 
or blocking access to the amide bond by Water molecules 
and enZymes. 

[0012] While these polymers based on lactide, glycolide, 
and/or caprolactone offer advantages in degradability as just 
discussed, they also suffer from the disadvantage that they 
are hydrophobic, i.e., they do not readily absorb or take up 
Water molecules. For example, polylactide has a very loW 
Water uptake of about 5 Weight percent due to its high 
hydrophobicity. As a result, their applicability for use as 
drug delivery systems and compatibility With living systems 
can be limited. 

[0013] One polymer system that is compatible With living 
systems and does readily absorb Water is the hydrogels. 
Hydrogels are three-dimensional netWorks, composed of 
homopolymers or copolymers, that are capable of absorbing 
large amounts of Water or biological ?uids. A characteristic 
of hydrogels is that they sWell in Water Without dissolving. 
Their high Water content and soft consistency make hydro 
gels similar to natural living tissue more than any other class 
of synthetic biomaterials. Thus, hydrogels have found 
numerous applications especially in medical and pharma 
ceutical sectors. Hydrogels have been investigated Widely as 
drug carriers due to their adjustable sWelling capacities, 
Which permit ?exible control of drug release rates. 

[0014] HoWever, hydrogel netWorks are generally 
insoluble due to the presence of chemical crosslinks (i.e., 
nodes or junctions) or of physical crosslinks (i.e., entangle 
ments). As a result, most hydrogels are not biodegradable, 
Which limits their clinical use in the human body. Examples 
of nonbiodegradable hydrogels include poly(N-isopropyl 
acrylamide), poly(hydroxy ethylmethacrylate), poly(vinyl 
alcohol), poly(acrylic acid), polyethylene glycol diacrylate, 
polyethylene glycol dimethacrylate, and combinations 
thereof. Incorporation of chemically hydrolyZable or bio 
chemically cleavable groups into the polymer netWork struc 
ture is one of the methods used to prepare biodegradable 
hydrogels. Examples of such hydrogels are described in US. 
Pat. No. 5,626,863, issued to Hubbell et al., entitled “Pho 
topolymeriZable Biodegradable Hydrogels as Tissue Con 
tacting Materials and Controlled-Release Carriers”; US. 
Pat. No. 5,844,016, issued to SaWhney et al., entitled “Redox 
and Photoinitiator Priming for Improved Adherence of Gels 
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to Substrates”; US. Pat. No. 6,051,248, issued to SaWhney 
et al., entitled “Compliant Tissue Sealants”; US. Pat. No. 
6,153,211, issued to Hubbell et al., entitled “Biodegradable 
Macromers for the Controlled Release of Biologically 
Active Substances”; US. Pat. No. 6,201,065, issued to 
Pathak et al., entitled “Multiblock Biodegradable Hydrogels 
for Drug Delivery and Tissue Treatment”; US. Pat. No. 
6,201,072, issued to Rathi et al, entitled “Biodegradable 
LoW Molecular Weight Triblock Poly(lactide-co-glycolide) 
Polyethylene Glycol Copolymers Having Reverse Thermal 
Gelation Properties.” All of the aforementioned patents are 
incorporated herein by reference. Nevertheless, the nonbio 
degradability of hydrogel netWorks remains an obstacle in 
the further development of using hydrogels in biomedical 
applications, in particular, drug delivery systems. 

[0015] Thus, While hydrogels are advantageously hydro 
philic, they are disadvantageously difficult to biodegrade. 
Conversely, While polymers based on lactide and/or gly 
colide are advantageously biodegradable, they are disadvan 
tageously hydrophobic. 

[0016] In order to address the hydrophobicity of the poly 
mers based solely on caprolactone, lactic acid and glycolic 
acid, degradable polymers can be synthesiZed in Which 
additional monomer units are incorporated into the back 
bone of poly(caprolactone), PLA, PGA, or PLGs. In par 
ticular, copolymeriZation With preformed polymers having a 
hydrophilic segment can be used. Such hydrophilic seg 
ments include any number of segments based on diol- or 
glycol-containing linkages, for example, polyethylene gly 
col (PEG), also knoWn as polyethylene oxide (PEO), 
polypropylene oxide (PPO), and pluronics. The resulting 
copolymers, thus include lactide and/or glycolide monomer 
units along With the polyether hydrophilic core initiating 
segment as a single block in the backbone of the polymer. 
For example, a PEG With molecular Weight of 600 Would 
consist of a block of at least 13 monomer units. Other 
polymers have multiple large segments or blocks of PEG 
alternating With blocks of a polyester. For example, Poly 
active® is a copolymer that has large blocks of PEG 
alternating With blocks of poly(butylene terephthalate). 

[0017] Other examples of lactide-based polymers that 
include a hydrophilic segment include the following: US. 
Pat. Nos. 4,526,938 and 4,745,160 to Churchill et al. dis 
close the synthesis of polylactide block copolymers With 
poly(ethylene glycol) or pluronics, in Which the molecular 
Weights of the hydrophilic segments are more than 5000 
Daltons. US. Pat. No. 5,702,717 to Cha et al. and US. Pat. 
No. 6,117,949 to Ramesh et al. report thermogelling poly 
mers of the same type With molecular Weights of the 

hydrophilic segments (i.e., PEG) loWer than 5000 Daltons. 
Subsequently, PCT/US00/32130 (WO 01/41735) to Shah et 
al. discloses the synthesis of polymers based on triblock 
copolymers of loW molecular Weight pluronics With PLGA. 
All of the foregoing patents and published patent applica 
tions are incorporated herein by reference. All of the poly 
mers disclosed in these patents, While having improved 
hydrophilicity due to the presence of PEG or pluronics, are 
nevertheless linear polymers containing only physical, 
rather than chemical, crosslinks. Such physical crosslinks 
are due to the interaction betWeen chains of the polymer and 
the different parts of the polymer’s building blocks. The lack 



US 2005/0020734 A1 

of chemical crosslinks between polymer chains may limit 
the formation of a variety of three-dimensional networks 
that could advantageously be manipulated for use in drug 
delivery systems and other applications Where control of 
Water content is important. 

[0018] Crosslinking linear polymer chains is frequently 
accomplished through the introduction of an additional 
block in the copolymer backbone that has functionality 
capable of reacting chemically With functionality on another 
linear polymer chain. Epoxides, i.e., molecules containing 
the oxirane functionality, i.e., a three-membered C—O—C 
ring, are knoWn to undergo ring-opening polymeriZation 
reactions in the same manner and under the same conditions 

as the ring-opening polymeriZation of cyclic esters, i.e., 
lactide, glycolide, and caprolactone. In particular, the ring 
opening polymeriZation of epoxides takes advantage of the 
fact that cyclic monomers inherently have associated ring 
strain, Which is inversely proportional to the siZe of the ring. 
The greater the ring strain, the less energy required to open 
the ring, and the milder the reaction conditions necessary to 
achieve polymeriZation. Thus, copolymeriZing a functional 
iZed epoxide and a cyclic ester incorporates the ring-opened 
epoxide into the backbone of the linear copolymer. Choice 
of appropriate functionality on the epoxide may permit 
subsequent crosslinking of the linear copolymer chains. 

[0019] One example of using epoxides to produce copoly 
mers is described in US. Pat. No. 4,195,167, issued to 
Knopf et al., entitled “Gradient Polymers of TWo or More 
Cyclic, Organic, Ring-Opening, Addition PolymeriZable 
Monomers and Methods for Making Same.” This patent, 
incorporated herein by reference, describes the formation of 
copolymers of ethylene oxide and propylene oxide using a 
basic catalyst, e.g., potassium hydroxide, at temperatures 
above 100° C. 

[0020] Another example of using epoxides to produce 
copolymers is described in US. Pat. No. 6,221,977, issued 
to Park et al., entitled “Biodegradable Aliphatic Polyester 
Grafted With Polyether and a Process for Preparing the 
Same.” This patent, incorporated herein by reference, 
describes the formation of grafted polymers Wherein an 
epoxide, i.e., epichlorohydrin, is reacted With polyethyl 
eneglycolmethylether (PEGME), to form an epoxide substi 
tuted With a polyether linkage. That substituted epoxide is 
then reacted With an ester to form a polyester polymer 
grafted to a side chain composed of PEGME through an 
ether linkage. 

[0021] Another example involving epoxides to produce 
copolymers is described in an article by Jeong et al., entitled 
“Thermogelling Biodegradable Polymers With Hydrophilic 
Backbones: PEG-g-PLGA,” in Macromolecules, 2000, 33, 
8317-22. That article, incorporated herein by reference, 
describes the sequential synthesis of a copolymer using 
preformed PEG in the backbone grafted to side chains 
derived from lactide and glycolide. 

[0022] Another example Where epoxides have been used 
to form copolymers is described in US. Pat. No. 5,359,026, 
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issued to Gruber, entitled “Poly(Lactide) Copolymer and 
Process for Manufacture Thereof.” That patent, incorporated 
herein by reference, describes copolymeriZation of lactide 
With an epoxidiZed fat or oil, e. g., linseed oil, for the purpose 
of forming copolymers With improved processing proper 
ties. HoWever, the epoxides disclosed in that patent are not 
functionaliZed. Moreover, those epoxides are actually mul 
tiple epoxides (polyepoxides), rather than monomeric 
epoxides, When reacted With lactide, requiring temperatures 
in excess of 180° C. 

[0023] Another example of copolymeriZing epoxides and 
lactides and/or glycolides is described in US. Pat. No. 
4,644,038, issued to ProtZman, Which is incorporated herein 
by reference. In particular, the epoxide monomers described 
in this patent contain vinyl groups, i.e., the epoxide mono 
mers are ethylenically unsaturated. In a subsequent reaction, 
the linear copolymers are crosslinked to form chemical 
bonds, forming a netWork. HoWever, While this patent 
involves the crosslinking of epoxide and lactide/glycolide 
copolymers, this patent does not address the incorporation of 
hydrophilic segments into the polymer netWork in order to 
affect the ability of that netWork to absorb Water. In particu 
lar, none of the crosslinked polymers described therein are 
hydrogels. Moreover, none of the crosslinked polymers 
described therein are used in drug delivery systems. 

[0024] Other examples of including functionality in the 
polymer backbone to effect crosslinking in a subsequent 
reaction, i.e., through photocuring, radiation, or by chemical 
means, other than by incorporating functionaliZed epoxides, 
exist. Examples of such cross-linkable polymeric systems 
are the following: US. Pat. No. 5,626,863, issued to Hubbell 
et al., entitled “PhotopolymeriZable Biodegradable Hydro 
gels as Tissue Contacting Materials and Controlled-Release 
Carriers”; US. Pat. No. 5,844,016, issued to SaWhney et al., 
entitled “Redox and Photoinitiator Priming for Improved 
Adherence of Gels to Substrates”; US. Pat. No. 6,051,248, 
issued to SaWhney et al., entitled “Compliant Tissue Seal 
ants”; US. Pat. No. 6,153,211, issued to Hubbell et al., 
entitled “Biodegradable Macromers for the Controlled 
Release of Biologically Active Substances”; US. Pat. No. 
6,201,065, issued to Pathak et al., entitled “Multiblock 
Biodegradable Hydrogels for Drug Delivery and Tissue 
Treatment.” All of the aforementioned patents Were previ 
ously incorporated herein by reference. 

[0025] In particular, US. Pat. No. 5,410,016, issued to 
Hubbel et al., entitled “PhotopolymeriZable Biodegradable 
Hydrogels as Tissue Contacting Materials and Controlled 
Release Carriers,” and incorporated herein by reference, 
describes the synthesis of crosslinked hydrogels of polylac 
tide-block-poly(ethylene glycol)-block-polylactide via a 
three step process. In the ?rst step, polymeriZation of lactide 
and/or glycolide Was initiated using poly(ethylene glycol) 
and a stannous octoate catalyst system. In the second step, 
these block copolymers Were end-capped With acryloyl 
chloride to incorporate unsaturation at the ends of the linear 
polymer chains. In a third step, these vinyl end-capped 
polymers Were crosslinked. This three-step process is out 
lined beloW in Scheme 1, Wherein the brackets labeled PLA 
indicate the lactide backbone of the copolymer. 
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[0026] This patent describes the incorporation of unsatur 
ated groups in the linear polymer chains by means of 
reaction of the hydroXyl groups at the chain ends with 
acrylic acids or chlorides. The result is the presence of 
ethylenic unsaturation only at the ends of the linear polymer 
chains. Any subsequent crosslinking reaction will only result 
in crosslinks at the ends of the linear polymer chains. This 
provides minimal control over the degree of crosslinking 
and thus minimal control over the properties of the resulting 
polymer network, in particular, the ability of the network to 
absorb water and the ability of the network to act as a drug 
delivery system. This patent describes neither the incorpo 
ration of unsaturated groups into the polymer backbone by 
using a bifunctional ring-opening polymeriZable monomer, 
such as an ethylenically unsaturated epoxide, nor that that 
incorporation is random inside the copolymer backbone, 
thereby creating multiple sites for potential future crosslink 
ing reactions. 

[0027] Thus, there is a need to develop biodegradable 
polymer systems, based on ring-opened cyclic esters, that 
not only contain hydrophilic segments capable of absorbing 
signi?cant amounts of water, but also contain suf?cient 
functionality to facilitate crosslinking reactions in order to 

O 

PLA 

form three-dimensional networks. The present invention, the 
description of which is fully set forth below, solves the need 
in the art for development of such biodegradable crosslinked 
hydrogel networks. 

SUMMARY OF THE INVENTION 

[0028] The present invention provides for the synthesis of 
various biodegradable copolymers. The copolymers are syn 
thesized through the process of ring-opening polymeriza 
tion. 

[0029] In one embodiment of the invention, the copoly 
mers synthesized through the process of ring-opening poly 
meriZation are comprised of a ring-opened cyclic ester, a 
ring-opened ethylenically unsaturated epoxide, and a hydro 
philic segment. The ring-opened cyclic ester units contain 
the requisite ester functionality in the backbone of the 
polymer to readily permit degradation, in particular biodeg 
radation. The ring-opened ethylenically unsaturated epoXide 
units are randomly distributed in the polyester backbone and 
contain unsaturated functionality to permit crosslinking and 
the formation of three-dimensional networks. The hydro 
philic segment is also incorporated in the backbone of the 
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polymer to enhance the hydrophilicity of the copolymer, 
resulting in a hydrogel network upon crosslinking. 

[0030] In a further embodiment of the invention, the 
copolymers comprising a ring-opened cyclic ester, a ring 
opened ethylenically unsaturated epoxide, and a hydrophilic 
segment are subsequently crosslinked, through the unsatur 
ated functionality of the ring-opened epoxide, to form a 
three-dimensional netWork. The crosslinking can be accom 
plished by any knoWn means, e.g., through photocuring, 
radiation, or by chemical means. 

[0031] In still another embodiment, the present invention 
provides for a method of synthesiZing biodegradable 
crosslinked polymer netWorks by means of a tWo-step 
synthesis: the ?rst step is the ring-opening copolymeriZation 
of a cyclic ester and an ethylenically unsaturated epoxide in 
the presence of a hydrophilic segment, such that the ring 
opened epoxide is randomly distributed in the polyester 
backbone; the second step is the crosslinking of the resulting 
copolymer linear chains. Polymerization in this Way permits 
the incorporation of hydrophilic units into the polyester 
backbone, in order to impart desirable hydrogel character 
istics to the copolymer, and then permits the crosslinking of 
copolymer chains to form a three-dimensional netWork. This 
synthetic procedure results in the synthesis of ot-hydroxy, 
e.g., lactide- and/or glycolide-based, biodegradable hydro 
gels. 
[0032] VieWed from another aspect, the present invention 
provides for the synthesis of biodegradable crosslinked 
hydrogels that can be used for the controlled delivery of 
drugs, or any other biologically active agents, i.e., proteins, 
in a sustained manner. The present invention also provides 
for the use of such biodegradable crosslinked hydrogels as 
scaffolds in tissue engineering, tissue replacement, and 
tissue regeneration, as surgical sealants and tissue sealants 
for Wound repair, as adhesives, and as coatings. The present 
invention contemplates in vivo as Well as ex vivo applica 
tions. 

[0033] VieWed from a further aspect, the present invention 
provides for mixing the copolymers With active agents 
before the copolymers are crosslinked. In this aspect of the 
invention, the copolymers are ?rst mixed With active agents 
and then injected subcutaneously into a human patient. After 
injection, the copolymers are crosslinked in situ. One 
method of in situ crosslinking involves curing With ultra 
violet radiation. 

[0034] VieWed from yet a further aspect, the present 
invention provides for the preparation of crosslinked micro 
particles or implantable hydrogels that encapsulate the 
incorporated active agents. 

[0035] Features and Advantages 

[0036] The present invention advantageously can be used 
for the synthesis of biodegradable crosslinked hydrogel 
polymers heretofore unavailable. The synthetic methods of 
the present invention are easily adaptable to existing poly 
mer synthesis protocols. 

[0037] The present invention avoids the hydrophobicity of 
previous lactide- and/or glycolide-based polymers, While at 
the same time provides for the biodegradability of the 
resulting crosslinked hydrogel three-dimensional netWorks, 
Which netWorks previously lacked acceptable degradation 
characteristics. 
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[0038] The present invention also provides for the random 
incorporation of unsaturated functionality into the polyester 
backbone of linear polymer chains, rather than merely at the 
ends of the polymer chains. As the amount of unsaturated 
functionality directly relates to the amount of subsequent 
crosslinking, controlling the incorporation of this unsatura 
tion permits greater control over the physical properties of 
the resulting hydrogel, in particular, the consistency of the 
gel itself as Well as the amount of gel obtained from the 
crosslinking of the original copolymers. 

[0039] Moreover, as the quantity and type of hydrophilic 
segments in the polyester backbone of a linear polymer 
chain directly relate to the hydrophilicity of any resulting 
crosslinked polymer netWork, controlling the incorporation 
of the hydrophilic segments permits greater control over the 
physical properties of the resulting hydrogel, in particular, 
the Water content of the gels as Well as their equilibrium 
sWelling ratios. 

[0040] Additionally, because the result of the copolymer 
iZation is a polymer backbone that is a derivative of both 
polyethylene oxide and cyclic esters (i.e., the standard 
synthesis of degradable polyesters), toxicity issues should be 
minimal, if not nonexistent. 

[0041] Also, control over the degree of hydrophilicity and 
the amount of crosslinking provides for improved polymer 
processing and use in a greater diversity of potential appli 
cations. The crosslinked hydrogels of the present invention 
can be processed to form particulates for delivery of active 
agents in pharmaceutical applications, and can be used as 
scaffolds in tissue engineering, tissue replacement, and 
tissue regeneration, as surgical sealants and tissue sealants 
for Wound repair, as adhesives, and as coatings, involving 
both in vivo as Well as ex vivo applications. 

BRIEF DESCRIPTION OF THE FIGURES 

[0042] The present invention is described With reference 
to the accompanying ?gures. 

[0043] FIGS. 1(a)-1(LD are the 1H NMR spectra of poly(D, 
L-lactide-co-glycidyl methacrylate)-block-poly(ethylene 
glycol)-block-poly(D,L-lactide-co-glycidyl methacrylate) 
copolymers according to the present invention. In particular 
the 1H NMR spectrum of the copolymer of Sample 1 is 
shoWn in FIG. 1(a), Wherein the ratio of PEGzDLLAzGMA 
is 66.5/16.4/17.1 Wt. %; the 1H NMR spectrum of the 
copolymer of Sample 2A is shoWn in FIG. 1(b), Wherein the 
ratio of PEGzDLLAzGMA is 66.7:24.7:8.6 Wt. %; the 1H 
NMR spectrum of the copolymer of Sample 2B is shoWn in 
FIG. 1(a), Wherein the ratio of PEGzDLLAzGMA is 
44.3:44.3:11.4 Wt. %; and the 1H NMR spectrum of the 
copolymer according to Example 6, i.e., Sample 6, is shoWn 
in FIG. 1(a'), Wherein the average molecular Weight (Mn) of 
PEG is 6000. 

[0044] FIG. 2 shoWs the relevant gas chromatograms of 
samples of the reaction mixture during the synthesis of 
poly(D,L-lactide-co-glycidyl methacrylate)-block-poly(eth 
ylene glycol)-block-poly(D,L-lactide-co-glycidyl methacry 
late) copolymers according to Example 8 after 1.0, 2.0, 4.5, 
and 8.5 hours of reaction. 

[0045] FIG. 3 shoWs the results of the in vivo ot-IFN 
release study for both the crosslinked copolymers of Sample 
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1 and Sample 6, wherein the serum concentration of ot-IFN 
is plotted as a function of time (data normalized to 1 mg/kg). 

BRIEF DESCRIPTION OF THE PREFERRED 
EMBODIMENTS 

[0046] Overview 

[0047] To ensure clarity of the description that follows, the 
following de?nitions are provided: 

[0048] The polymers of the present invention are prefer 
ably degradable. By “degradable” is meant that the material 
should be susceptible to degradation or destruction under 
certain conditions. For medical applications, the polymers 
are preferably biodegradable and biocompatible. By “bio 
degradable” is meant a material that should degrade by 
bodily processes or under conditions present in the body to 
products readily disposable by the body and should not 
accumulate in the body. The products of the biodegradation 
should also be biocompatible with the body. By “biocom 
patible” is meant not toXic to the body, is pharmaceutically 
acceptable, is not carcinogenic, and does not signi?cantly 
induce in?ammation in body tissues. As used herein, “body” 
preferably refers to the human body, but it should be 
understood that body can also refer to a non-human animal 
body. 

[0049] Polymerization according to the methods of the 
present invention involves the combination of “monomers” 
or discrete chemical units. Monomers react with each other 
or with one or more other, different monomers to form a 

higher molecular weight compound called a “polymer.” 
PolymeriZation of a single type of monomer generates a 

SchemeZ 
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building block unit in the polymer backbone. Copolymer 
iZation requires the presence of at least two different mono 
mers. 

[0050] Copolymers of the Present Invention 

[0051] The present invention relates to the synthesis of 
copolymers comprising a randomly distributed ring-opened 
ethylenically unsaturated epoXide, a ring-opened cyclic 
ester, and a hydrophilic segment. More particularly, the 
copolymers of the present invention comprise a copolymer 
of a cyclic ester (e.g., an ot-hydroXy acid such as lactide 
and/or glycolide) randomly copolymeriZed with an ethyl 
enically unsaturated epoXide (e.g., glycidyl methacrylate) by 
means of ring opening polymeriZation using ionic initiation 
with a macroinitiator (e.g., poly(ethylene glycol) or pluron 
ics), thereby incorporating a hydrophilic segment into the 
copolymer, in the presence of a catalyst (e.g., stannous 
octoate). The resulting copolymer can be described gener 
ally as an ethylenically unsaturated poly(ot-hydroXy acid 
co-vinyl epoXide)-block-(hydrophilic segment)-block 
poly(ot-hydroXy acid-co-vinyl epoXide) copolymer. More 
particularly, when the cyclic ester is D,L. lactide (DLLA), 
the ethylenically unsaturated epoXide is glycidyl methacry 
late (GMA), and the hydrophilic segment is poly(ethylene 
glycol) (PEG), the copolymer formed according to the 
present invention is poly(D,L-lactide-co-glycidyl methacry 
late)-block-poly(ethylene glycol)-block-poly(D,L-lactide 
co-glycidyl methacrylate). The synthesis of this copolymer 
is shown in Scheme 2, wherein the brackets labeled PLA 
indicate the lactide backbone of the copolymer and wherein 
the —O—C(O)—C(CH3)=CH2 group appended thereto is 
the ring-opened glycidyl methacrylate randomly distributed 
in the copolymer backbone. 

O O 

Lactide 

[SnOctb HOM PEGM OH 

PLA 

A 

O 

Oi Oi 
“homopolymer,” that is, a polymer having only one type of 
building block unit in the polymer backbone. PolymeriZa 
tion of more than one type of monomer generates a “copoly 
mer,” that is, a polymer having more than one type of 

O 

Oi : \ 
[0052] The materials used for the synthesis of the copoly 
mers of the present invention are as follows: D,L-lactide 
(99.9+%, Purac) was used as received. The amount of 
D,L-lactide used ranged from about 1 to about 50 wt. %. 
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Glycolide (99.9+%, Purac) Was used as received. The 
amount of glycolide used ranged from about 1 to about 50 
Wt. %. Poly(ethylene glycols) (Aldrich) Were dried under 
vacuum at 110° C. before use. The amount of poly(ethylene 
glycol) used ranged from about 40 to about 95 Wt. %. 
Pluronics (VWR) Was used as received. The amount of 
pluronics used ranged from about 40 to about 95 Wt. %. 
Glycidyl methacrylate (97%, Aldrich) Was used as received. 
The amount of glycidyl methacrylate used ranged from 
about 1 to about 50 Wt. %. Stannous octoate (Sigma) Was 
used as the catalyst and Was used as received. The amount 
of stannous octoate catalyst used ranged from about 0.001 to 
about 2 Wt. %. Various chemical radical inhibitors Were used 
to prevent premature and undesired polymerization. An 
example of a chemical radical inhibitor is 1,4-benZoquinone 
(Aldrich) and Was used as received. The amount of chemical 
radical inhibitor used Was about 10'3 to about 10'2 mol/L. 

[0053] A typical procedure for the synthesis of the copoly 
mers of the present invention is described as folloWs: 
Appropriate amounts of lactide and/or glycolide and poly 
(ethylene glycol) Were Weighed into a necked tube. The 
tube’s contents Were stirred and melted at 150° C. in an oil 
bath under nitrogen ?oW. After addition of the radical 
inhibitor solution in ether or dibutyl phthalate, the glycidyl 
methacrylate Was added to the reaction tube. Then, the 
stannous octoate solution in ether or dibutyl phthalate Was 
added to the tube, and the tube Was evacuated using an oil 
pump and sealed under vacuum. The reaction proceeded at 
175° C. for one hour, after Which the tube Was opened. The 
resulting copolymer Was dissolved in THF, precipitated in 
ether, and recovered by ?ltration. 

[0054] While the most preferred cyclic esters of the 
present invention are lactide and glycolide, the cyclic ester 
monomer can be any cyclic ester susceptible to cationic 
ring-opening polymeriZation. Examples of cyclic esters con 
taining a single ester moiety, also called lactones, include 
propiolactone (four-membered ring), valerolactone (six 
membered ring), caprolactone (seven-membered ring), and 
pentadecalactone (?fteen-membered ring). Examples of 
cyclic esters containing a single ester moiety, but also other 
nonaliphatic functionality in the ring include, for example, 
1,4-dioxan-2-one, Wherein the other ring functionality is an 
ether linkage. Cyclic esters that contain tWo ester moieties in 
a single six-membered-ringed structure and have been used 
as monomers in ring-opening polymeriZation include lactide 
and glycolide. Preferably, the cyclic ester used in the present 
invention is either lactide, glycolide, caprolactone, 1,4 
dioxan-2-one, a cyclic carbonate, or mixtures thereof. It 
should be appreciated that the present invention contem 
plates using a single ring-opened cyclic ester in the copoly 
mer backbone as Well as multiple different ring-opened 
cyclic esters in the copolymer backbone. 

[0055] As described previously, lactic acid- and glycolic 
acid-based polymers are typically obtained by ring-opening 
polymeriZation of the corresponding diester dimers, lactide 
and glycolide, respectively, themselves. The resulting poly 
mers of these ring-opening polymeriZation reactions are 
poly(lactic acid), also knoWn as poly(lactide), abbreviated 
PLA and poly(glycolic acid), also knoWn as poly(glycolide), 
abbreviated PGA. Copolymers incorporating both mono 
mers are also available and are termed poly(lactide-co 
glycolides) abbreviated PLGA and poly(glycolide-co-lac 
tides) abbreviated PGLA, collectively PLGs. US. Pat. No. 
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5,650,173, previously incorporated herein by reference, 
describes examples of these commercially available poly 
mers and copolymers based on lactic acid and glycolic acid. 

[0056] In addition, the present invention contemplates 
using as the cyclic ester monomer caprolactams, in particu 
lar, N-vinylcaprolactam. 

[0057] While glycidyl methacrylate is the preferred eth 
ylenically unsaturated epoxide, the present invention con 
templates the use of any epoxide containing a vinyl group, 
i.e., the ethylenical unsaturation, Whether the vinyl group is 
further substituted or not. This includes epoxides With any 
additional functional groups as Well. While not intended to 
limit the scope of the ethylenically unsaturated epoxides of 
the present invention, it is noted that US. Pat. No. 4,644,038 
to ProtZman, discussed previously and incorporated herein 
by reference, provides a sample of various unsaturated 
epoxides Within the scope of the present invention. See US. 
Pat. No. 4,644,038, col. 6, line 65 through col. 8, line 39. It 
should also be appreciated that the present invention con 
templates the synthesis of copolymers derived from multiple 
functionaliZed epoxides. 

[0058] The hydrophilic segments of the copolymers of the 
present invention are derived from the macroinitiator used 
for ring opening polymeriZation and generally include one 
or more hydroxy, i.e., —OH, groups. It should be appreci 
ated that the use of the term hydrophilic segment herein 
includes hydroxy-containing species, Whether speci?cally 
termed hydrophilic (such as PEG) or not, and includes 
hydroxy-containing species also termed amphiphilic (such 
as pluronics). Suitable macroinitiators, Which become the 
hydrophilic segments in the copolymers of the present 
invention, include those hydroxy-containing materials 
capable of imparting the requisite hydrophilicity to the 
copolymer, such that a hydrogel Will be formed upon sub 
sequent crosslinking of the copolymers. Examples of suit 
able macroinitiators include, but are not limited to, alkane 
diols (e.g., butanediol, hexanediol, tetraethylene glycol 
(TEG), and the like), alcohols With unsaturation (e.g., alk 
enols), long chain alcohols (e.g., hydroxy end-capped poly 
mers, alcohols based on polyethylene glycol (PEG), also 
knoWn as polyethylene oxide (PEO), polypropylene oxide 
(PPO), and the like), pluronics, fatty alcohols, cholesterol, 
and polyols (dendrimers, glycerol, polyvinylalcohol, and the 
like). Most preferably, the hydrophilic segment of the 
present invention is either PEG or pluronics. The present 
invention also contemplates the situation Where the macro 
initiator comprises alcohol-containing photopolymeriZable 
groups. An example of such a photopolymeriZable group is 
one that contains unsaturation as Well as a hydroxy group, 
for example, hydroxyethylmethacrylate (HEMA). In addi 
tion, the present invention contemplates the incorporation of 
multiple hydrophilic segments in the copolymer, including 
the situation Where the multiple hydrophilic segments are 
the same (i.e., derived from the same macroinitiator) as Well 
as the situation Where the multiple hydrophilic segments are 
different (i.e., derived from different macroinitiators). The 
incorporation of multiple hydrophilic segments may result 
When either an excess of the macroinitiator is added at the 
beginning of the polymeriZation reaction, beyond that 
required to initiate ring-opening polymeriZation, or When 
additional macroinitiators (either the same or different) are 
added during the polymeriZation reaction subsequent to the 
initial initiation. 
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[0059] In general, organometallic compounds are the pre 
ferred catalysts of the present invention. Examples of such 
organometallic compounds, include, but are not limited to, 
tin-, iron-, platinum-, titanium-, copper-, and Zinc-contain 
ing compounds, and cationic photoinitiation salts, including 
sulfonium salts, phosphonium salts, and iodinium salts. 
Examples of particular organometallic compounds used as 
the catalyst of the present invention include titanium alkox 
ides, copper or iron phthalocyanines, Zinc acetate, organo 
platinum compounds, and organotin compounds, e.g., alky 
ltin ester compounds such as dibutyl tin diacetate, dibutyl tin 
dilaurate, dibutyl tin dioctoate and the like, halogen-con 
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solution as Well as an emulsion or suspension of these 
unsaturated copolymers. The crosslinking of the copolymers 
of the present invention, in particular When the cyclic ester 
is D,L. lactide (DLLA), the ethylenically unsaturated 
epoxide is glycidyl methacrylate (GMA), and the hydro 
philic segment is poly(ethylene glycol) (PEG), is shoWn in 
Scheme 3, Wherein the brackets labeled PLA indicate the 
lactide backbone of the copolymer and Wherein the 
—O—C(O)—C(CH3)=CH2 group appended thereto is the 
ring-opened glycidyl methacrylate randomly distributed in 
the copolymer backbone and through Which unsaturation the 
crosslinking of the copolymers occurs. 

Scheme? 
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taining organic tin compounds such as acetylacetonanto 
complex of tin dibromide, and tin orthoester compounds and 
the like. In a more preferred embodiment, the catalyst 
comprises a stannous, i.e., +2 oxidation state, organotin 
compound. Most preferably, the organotin compound is 
stannous (2-ethyl-hexanoate), also knoWn as stannous 
octoate, and abbreviated SnOct2. 

[0060] Crosslinking of the Copolymers of the Present 
Invention 

[0061] The present invention further relates to the 
crosslinking of the copolymers comprising a randomly dis 
tributed ring-opened ethylenically unsaturated epoxide, a 
ring-opened cyclic ester, and a hydrophilic segment by 
means of radical polymeriZation to form a chemically 
crosslinked hydrogel. In particular, the ethylenically unsat 
urated poly(ot-hydroxy acid-co-vinyl epoxide)-block-(hy 
drophilic segment)-block-poly(ot-hydroxy acid-co-vinyl 
epoxide) copolymers are crosslinked using a UV source in 
the presence of a UV initiator such as 2,2-dimethoxy-2 
phenyl-acetophenone at room temperature or a heat sensitive 
initiator such as aZoisobutyronitrile (AIBN) or benZoyl 
peroxide at moderate temperatures of about 60° C. to 80° C. 
The crosslinking can be carried out in an aqueous or organic 

[0062] The materials used for the crosslinking of the 
copolymers are as folloWs: AIBN (Aldrich), a heat-sensitive 
initiator, Was puri?ed by recrystalliZation from methanol. 
The amount of heat-sensitive initiator used ranged from 
about 10'3 to about 10'2 mol/L. 2,2-dimethoxy-2-phenyl 
acetophenone (Aldrich), a UV initiator, Was used as 
received. The amount of UV initiator used ranged from 
about 10'3 to about 10'2 mol/L. Other crosslinking materi 
als, activated by heat, UV irradiation, or otherWise, knoWn 
to those of skill in the art are also comtemplated in the 
present invention. 

[0063] A typical procedure for the crosslinking of the 
unsaturated copolymer is described as folloWs: A desired 
concentration of the unsaturated copolymer Was prepared in 
phosphate buffer saline (PBS) solution or an organic solvent 
like tetrahydrofuran or chloroform. To this solution 
Was added a chemical initiator, e.g., AIBN or benZoyl 
peroxide, and a crosslinking agent, e.g., ethylene glycol 
dimethacrylate (EGDMA). The ?nal solution Was heated at 
60° C. to 80° C. The hydrogels Were formed in about one to 
about tWo hours. Alternatively, to the unsaturated copolymer 
solution Was added a UV sensitive initiator solution, e.g., 
2,2-dimethoxy-2-phenyl-acetophenone in N-vinylpyrroli 
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done (NVP). Typically, the crosslinking solution comprises 
about 20 to about 25 Wt. % of the unsaturated copolymer 
solution dissolved in Water and about 10 Wt. % of the UV 
sensitive initiator solution, based on the polymer content. 
The ?nal solution Was irradiated With long Wavelength UV 
light at 365 nm. The hydrogels Were formed generally in less 
than 15 minutes. 

[0064] The folloWing examples provide additional infor 
mation on the synthesis of the copolymers and crosslinked 
hydrogels of the present invention. 

EXAMPLE 1 

[0065] Synthesis of Poly(D,L-lactide-co-glycidyl meth 
acrylate)-block-Poly(Ethylene Glycol)-block-Poly(D,L 
Lactide-co-Glycidyl Methacrylate) Block Copolymers via 
Ring-Opening CopolymeriZation of D,L-Lactide and Gly 
cidyl Methacrylate Initiated from Poly(Ethylene Glycol) 
(Mn=4600). 
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EXAMPLE 2 

[0067] Synthesis of Poly(D,L-Lactide-co-Glycidyl Meth 
acrylate)-block-Poly(Ethylene Glycol)-block-Poly(D,L 
Lactide-co-Glycidyl Methacrylate) Block Copolymers Con 
taining Different Weight Ratios of D,L-Lactide and PEG 

(Mn=4600). 

[0068] Poly(D,L-lactide-co-glycidyl methacrylate)-block 
poly(ethylene glycol)-block-poly(D,L-lactide-co-glycidyl 
methacrylate) block copolymers With various D,L-lactide to 
poly(ethylene glycol) ratios Were prepared according to the 
synthesis procedure described in Example 1, Where PEG= 

poly(ethylene glycol) (Mn=4600); DLLA=D,L-lactide; and 
GMA=glycyidyl methacrylate. The results are summariZed 
in Table 1. 

TABLE 1 

PEG2DLLA2GMA PEG2DLLA2GMA PEG2DLLA2GMA 

Sample (Wt. %:Wt. %:Wt. %) (mol:mol:mol) (mol:mol:mol) MW IV 
No. Feed Feed 1H NMR (g/mol) MW/Mn (dL/g) 

1 665216.4217.1 1.028.229.1 1.021.321.8 10,300 1.09 0.18 
2A 66.7224.728.6 1.0212.7245 1.028.121.3 10,700 1.09 0.17 
2B" 44.3244.3211.4 1.0234529.1 1.0222.422.1 11,700 1.08 0.20 
2C 665233520.0 1.0216.120.0 1.0214.020.0 10,100 1.11 0.17 

*Reaction time of 2 hours. 

[0066] D,L-Lactide (2 g), glycidyl methacrylate (2 mL) 
and poly(ethylene glycol) (PEG) (8.1 g, Mn=4600) Were 
combined in a necked tube. After melting the reaction 
mixture at 150° C., 0.2 mL of 1 Wt. % solution of 1,4 
benZoquinone in dibutyl phthalate as a radical inhibitor and 
0.5 mL of a 50 mg/mL solution of stannous octoate in 
dibutyl phthalate as a catalyst Were added to the tube under 
nitrogen ?oW. The tube Was degassed and sealed under 
vacuum. The reaction mixture Was immersed in an oil bath 

and held at 175° C. for one hour. After opening the tube 
folloWing the one hour reaction time, the reaction mixture 
Was dissolved in THF and precipitated in ether. The copoly 
mer that Was obtained (Sample 1) Was isolated by ?ltration, 
Washed With ether and dried at room temperature under 
vacuum. The presence of methacrylate groups inside the 
polymer backbone Was con?rmed by 1H NMR. The number 
average molecular Weight (Mn) of this copolymer as mea 
sured by gel permeation chromatograph (GPC) Was 9,400 
g/mol. The polydisperisty or polydispersity index, i.e., 
MW/Mn, Where MW is the Weight average molecular Weight 
of this copolymer, Was 1.09. The inherent viscosity (IV) for 
this copolymer Was 0.18 dL/g. 

[0069] For the experiments shoWn in Table 1, the catalyst 
used Was SnOct2 at 1.0 Wt. % based on the Weight of DLLA 
and GMA. The presence of methacrylate groups inside the 
polymer backbone Was con?rmed by 1H NMR and is shoWn 
in FIGS. 1(a), 1(b), and 1(c), for Samples 1, 2A, and 2B, 
respectively, by the peaks at approximately 5.6 ppm and 6.2 
ppm 

EXAMPLE 3 

[0070] Synthesis of Poly(D,L-Lactide-co-Glycidyl Meth 
acrylate)-block-Poly(Ethylene Glycol)-block-Poly(D,L 
Lactide-co-Glycidyl Methacrylate) Block Copolymers Con 
taining PEG With Different Molecular Weights. 

[0071] Poly(D,L-lactide-co-glycidyl methacrylate)-block 
poly(ethylene glycol)-block-poly(D,L-lactide-co-glycidyl 
methacrylate) block copolymers With various PEGs of dif 
ferent molecular Weights Were prepared according to the 
synthesis procedure described in Example 1, Where PEG= 
poly(ethylene glycol) of the molecular Weight indicated; 
DLLA=D,L-lactide; and GMA=glycyidyl methacrylate. All 
reaction times Were 2 hours at 175° C. The results are 
summariZed in Table 2. 

TABLE 2 

PEG2DLLA2GMA PEG2DLLA2GMA PEG2DLLA2GMA Solubility in 

Sample PEG (Wt. %:Wt. %:Wt. %) (mol:mol:mol) (mol:mol:mol) Water at 
No. Feed Feed 1H NMR 20 Wt. % 

3A 10,000 44.3244.3211.4 1.0269.4218.1 1.0226.722.3 Soluble 
2B 4,600 44.3244.3211.4 1.0234529.1 1.0222.422.1 Soluble 
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PEG2DLLA2GMA PEG2DLLA2GMA PEG2DLLA2GMA Solubility in 
Sample PEG (Wt. %:Wt. %:Wt. %) (mol:mol:mol) (mol:mol:mol) Water at 
No. Feed Feed 1H NMR 20 Wt. % 

3C 3,350 44.3244.3211.4 1.0223.326.1 1.0213.521.0 Soluble 
3D 1,500 44.3244.3211.4 1.0210.422.7 N/A Not Soluble 
3E 400 44.3244.3211.4 1.022.820.7 N/A Not Soluble 

[0072] For the experiments shown in Table 2, the catalyst 
used Was SnOct2 at 1.0 Wt. % based on the Weight of DLLA 
and GMA. The presence of methacrylate groups inside the 
polymer backbone of the copolymers Was con?rmed by 1H 
NMR (data not shoWn), similar to Samples 1, 2A, and 2B 
shoWn in FIG. 1. Solubility data for the various copolymers 
as described in Table 2 Were based on a visual analysis using 
a 20 Wt. % solution of the copolymer in Water. 

EXAMPLE 4 

[0073] Photocrosslinking of Aqueous Solutions of Poly(D, 
L-Lactide-co-Glycidyl Methacrylate)-block-Poly(Ethylene 
Glycol)-block-Poly(D,L-Lactide-co-Glycidyl Methacrylate) 
Block Copolymers Using Long Wavelength UV Irradiation. 

[0074] A 20 Wt. % solution of the copolymer of Example 
1 (Sample 1) Was prepared by solubiliZing 250 mg of the 
copolymer in 1 mL of PBS With pH of 7.4. Into a 4 mL vial 
Was added 250 mg of this solution, followed by addition of 
25 mg of a 300 mg/mL solution of 2,2-dimethoxy-2-phenyl 
acetophenone in N-vinyl pyrrolidone (NVP) as a UV initia 
tor. Using a portable UV lamp, the solution Was irradiated 
With long Wavelength UV radiation at 365 nm. The hydrogel 
Was formed in about ten minutes. 

[0075] The copolymers of poly(D,L-lactide-co-glycidyl 
methacrylate)-block-poly(ethylene glycol)-block-poly(D,L 
lactide-co-glycidyl methacrylate) prepared in Examples 2 
and 3, and described in Tables 1 and 2, Were also submitted 
to the photocrosslinking conditions in PBS solution just 
described. The same gelation effect Was observed for the 
PBS solutions of Samples 2A, 2B, 3A, and 3C. 

EXAMPLE 5 

[0076] Gel Content and Water Content of Photo 
crosslinked Hydrogels of Poly(D,L-Lactide-co-Glycidyl 
Methacrylate)-block-Poly(Ethylene Glycol)-block-(D,L 
Lactide-co-Glycidyl Methacrylate) Block Copolymers. 

[0077] The gel content of the photocrosslinked copoly 
mers Was calculated using the folloWing formula: 

Gel Content (%)=W2/W1><1OO 

[0078] Wherein W1=dried Weight of the copolymer after 
reaction, and W2=dried Weight of the copolymer after 
extraction With CHCl3. 

[0079] For Sample 2A, four data points Were obtained to 
determine gel content: 57.8, 57.6, 57.1, 58.2%, for an 
average of 57.7%. For Sample 2B, four data points Were 
obtained to determine gel content: 47.1,46.3, 46.1, and 
45.6%, for an average of 46.3%. 

[0080] The Water content of the sWelled photocrosslinked 
copolymer gels Was calculated using the folloWing formula: 

[0081] Wherein W2=dried Weight of the copolymer after 
extraction With CHCl3, as above, and W3=SWOll6I1 Weight of 
the gel after sWelling the dried gel in Hepes buffer solution 
at pH=7.4 for 6 hours. 

[0082] For Sample 2A, four data points Were obtained to 
determine Water content of the gel: 90.6, 90.77, 90.2, 90.4%, 
for an average of 90.5%. For Sample 2B, four data points 
Were obtained to determine Water content of the gel: 87.8, 
85.1, 85.7, and 85.5%, for an average of 86.0%. 

[0083] As a further means of comparison, no gelation Was 
observed for a copolymer (Sample 2C) that did not contain 
glycidyl methacrylate and only contained PEG and D,L 
lactide. In this comparative experiment, polyethylene glycol 
(8.1 g, Mn=4600), D,L-lactide (3.5 g), stannous octoate (0.5 
mL of a 50% solution in dibutylphthalate), and 1,4-benZo 
quinone (0.03 mL of a 1% solution in dibutylphthalate) Were 
mixed in a reaction vessel. The vessel Was sealed under 
vacuum and immersed in an oil bath at 175° C for one hour. 
After the reaction period Was over, the contents Were 
extracted With THE and precipitated from ether, resulting in 
9.9 g of the copolymer obtained. This copolymer Was then 
subjected to the photocrosslinking conditions in PBS solu 
tion described above. Even using very long periods of UV 
irradiation, no gel Was observed to form. This indicated that 
the incorporation of the glycidyl methacrylate by means of 
ring-opening polymerization into the polyester backbone 
Was responsible for the subsequent photocrosslinking of 
PBS solutions of the copolymers of Samples 1, 2A, 2B, 3A, 
and 3C and for the formation of the hydrogels therefrom. 

EXAMPLE 6 

[0084] One Step Synthesis of Poly(D,L-Lactide-co-Gly 
cidyl Methacrylate)-block-Poly(Ethylene Glycol)-block 
Poly(D,L-Lactide-co-Glycidyl Methacrylate) Block 
Copolymers Without a Precipitation Puri?cation Step; Sub 
sequent Photocrosslinking of Their Aqueous Solutions 
Using Long Wavelength UV Irradiation. 

[0085] D,L-lactide (2.43 g, 16.9 mmol) and PEG (Mn= 
6000, 10.2 g, 1.7 mmol) Were combined in a 50 mL glass 
tube and heated in an oil bath at 155° C. After the reagents 
melted, 0.03 mL of a 1 Wt. % solution of 1,4-benZoquinone 
in dibutylphthalate, glycidyl methacrylate (1.20 g, 8.5 
mmol), and 0.75 mL of a 50 Wt. % solution of stannous 
octoate in dibutylphthalate Were added, and the tube sealed 
under vacuum. The reaction proceeded at 175° C. for one 
hour, after Which the reaction Was quenched by immersing 
the tube in liquid nitrogen. The amount of copolymer 
obtained Was 13.24 g (Sample 6). GC analysis of this 
copolymer indicated only residual amounts of glycidyl 
methacrylate (0.004 Wt. %) and D,L-lactide (0.76 Wt. %) 
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remained. The presence of methacrylate groups in the 
copolymer backbone Was con?rmed by 1H NMR spectros 
copy and is shoWn in FIG. The ability to use the 
copolymers of the present invention synthesized by means 
of a one step synthetic procedure as just described in 
subsequent crosslinking reactions to form hydrogels results 
from the loW amount of residual glycidyl methacrylate in the 
pre-crosslinked copolymer. 
[0086] A PBS solution of the resulting copolymer (25 Wt. 
%) containing 10 Wt. % of a UV initiator (300 mg of 
2,2-dimethoxy-2-phenyl-acetophenone in NVP) Was then 
exposed to long Wavelength UV irradiation, and a gel Was 
formed completely in about thirty minutes. 

[0087] A copolymer Was prepared according to the syn 
thetic procedure of Example 6 using only PEG and D,L 
lactide in the amounts as described in Example 6, but not 
glycidyl methacrylate. Rather, a suspension of glycidyl 
methacrylate Was physically mixed With the PEG-block 
poly(D,L-lactide) copolymer just described. Then, a PBS 
solution of the copolymer (23 Wt. %) and the suspension of 
glycidyl methacrylate containing 10 Wt. % of a UV initiator 
(300 mg of 2,2-dimethoxy-2-phenyl-acetophenone in NVP) 
Was exposed to long Wavelength UV irradiation. No gelation 
Was observed. This result indicated that it is essential that 
glycidyl methacrylate be chemically present in the backbone 
of the polymer, i.e., glycidyl methacrylate actually in the 
backbone of the PEG:DLLA:GMA copolymers, for a gel to 
form When exposed to photocrosslinking conditions. Mere 
physical suspension of glycidyl methacrylate in a copolymer 
solution does not form a gel under the photocrosslinking 
conditions used herein. 

EXAMPLE 7 

[0088] In Vitro Degradation Studies of (D,L-Lactide-co 
Glycidyl Methacrylate)-block-Poly(Ethylene Glycol) 
block-(D,L-Lactide-co-Glycidyl Methacrylate) Block 
Copolymers Photocrosslinked Hydrogels. 

[0089] The crosslinked copolymers as described in the 
formulations of Example 4 Were studied to determine their 
degradation properties in a Hepes buffer solution at pH=7.4 
over time. 

[0090] For Sample 1 (DLLA 16.4 Wt. %), the gel before 
placement in the Hepes buffer solution Was soft and did not 
readily keep its shape. When placed in the Hepes buffer 
solution, the gel disintegrated quickly and disappeared after 
10 to 15 days. As a result, it Was not possible to measure 
Weight loss over time. For Sample 2A (DLLA 24.7 Wt. %) 
and Sample 2B (DLLA 44.3 Wt. %), both of the gels before 
placement in the Hepes buffer solution Were solid and 
readily kept their shape. When placed in the Hepes buffer 
solution, both of the gels softened upon sWelling, but did not 
disintegrate completely, even after one month in the Hepes 
buffer solution. The Weight loss of the gel after that one 
month period Was about 60%. In contrast, the gels chemi 
cally degrade in 1 N NaOH, and are completely soluble. 

[0091] Comparison of the degradation study results for 
Sample 1 With Samples 2A and 2B indicates that increasing 
the amount of D,L-lactide in the copolymer backbone 
improves the degradation properties of the gel. 

EXAMPLE 8 

[0092] Reaction Kinetics of the Synthesis of Poly(D,L 
Lactide-co-Glycidyl Methacrylate)-block-Poly(Ethylene 
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Glycol)-block-Poly(D,L-Lactide-co-Glycidyl Methacrylate) 
Block Copolymers via Ring-Opening CopolymeriZation of 
D,L-Lactide and Glycidyl Methacrylate Initiated from Poly 
(Ethylene Glycol) (Mn=4600) in the Presence of Stannous 
Octoate. 

[0093] The kinetics of the copolymeriZation reaction of 
PEG, DLLA, and GMA Was studied by alloWing the reaction 
to proceed for a certain length of time, quenching the 
reaction, and analyZing the reaction mixture by gas chro 
matography (GC) to determine the amount of residual 
monomers present in the reaction mixture. In particular, four 
separate glass reaction tubes Were ?lled With PEG (9.2 g, 
62.0 Wt. %, Mn=4600) and D,L-lactide (4.32 g, 29.0 Wt. %), 
and heated at 155° C. under a nitrogen stream until the 
reactants melted. Then, glycidyl methacrylate (1.42 g, 10.0 
Wt. %), 0.2 mL of a 1 Wt. % solution of the radical inhibitor 
1,4-benZoquinone, and 0.5 mL of a 50 Wt. % solution of 
stannous octoate Were added. The tubes Were sealed under 
vacuum and heated at 175° C. At predetermined times (1.0, 
2.0, 4.5, and 8.0 hours), the tubes Were removed from the 
heat source, quenched in liquid nitrogen, and a sample of the 
reaction mixture analyZed by GC to determine the amount of 
residual monomers in the reaction mixture. Table 3 summa 
riZes the results. 

TABLE 3 

Reaction Time Residual DLLA Residual GMA 

(hours) (Wt. %) (Wt %) 

0.0 29.0 10.0 
1.0 0.73 0.4 
2.0 0.90 <0.003 
4.5 1.11 <0.003 
8.5 0.80 <0.003 

[0094] FIG. 2 shoWs the relevant gas chromatograms of 
the samples of the reaction mixture analyZed after 1.0, 2.0, 
4.5, and 8.5 hours of reaction. As can be seen from the data 
in Table 3 and the gas chromatograms, the small amount of 
residual GMA after approximately 2 hours of reaction time 
indicates that essentially complete reaction has occurred. 

EXAMPLE 9 

[0095] Effect of Catalyst Concentration on the Synthesis 
of Poly(D,L-Lactide-co-Glycidyl Methacrylate)-block 
Poly(Ethylene Glycol)-block-Poly(D,L-Lactide-co-Gly 
cidyl Methacrylate) Block Copolymers. 

[0096] Four reaction tubes Were charged With PEG (67.7 
Wt. %, Mn=6000), DLLA (24.3 Wt. %), and GMA (8.0 Wt. 
%). To each tube Was added a different concentration of 
stannous octoate catalyst as shoWn in Table 4, expressed as 
a Weight percent based on the Weight of GMA and DLLA. 
Each reaction proceeded at 175° C. for one hour before 
quenching and subsequent GC analysis of the residual 
amounts of reactants. The results are summariZed in Table 4. 

TABLE 4 

SnOct2 used Residual DLLA Residual GMA 
Tube No. (Wt. %)* (Wt. %) (Wt %) 

I 0.18 1.20 2.10 
0.60 1.13 0.78 
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TABLE 4-continued 

SnOct2 used Residual DLLA Residual GMA 
Tube No. (Wt. %)* (Wt. %) (Wt %) 

III 1.30 1.16 0.29 
IV 1.90 0.92 0.20 

*Based on the Weight of GMA and DLLA. 

[0097] The data in Table 4 indicate that a catalyst concen 
tration below 0.60 Wt. % results in an excess of residual 
GMA, While a catalyst concentration above 1.30 Wt. % does 
not provide signi?cant additional bene?t. Thus, a stannous 
octoate catalyst concentration of about 0.6 to about 1.9 Wt. 
% is preferred, of about 0.6 to about 1.3 Wt. % is more 
preferred, and about 1.0 Wt. % is most preferred. 

[0098] It should be appreciated that the present invention 
also involves the synthesis of copolymers derived from 
multiple functionalized epoxides, one or more cyclic esters, 
and one or more hydrophilic segments (either the same or 
different). Analogous ring-opening polymerization catalyst 
systems as Well as analogous crosslinking initiating systems 
as described above can be used for these copolymerization 
and crosslinking reactions, respectively. 

[0099] Applications 

[0100] 
[0101] The present invention describes a copolymer that, 
When crosslinked to form a hydrogel, improves the release 
pro?le and bioavailability of an encapsulated active agent, 
such as a protein. An improved bioavailability indicates that 
more of the dose of the active agent is having a therapeutic 
effect, Which could alloW less drug to be used (at loWer cost). 
The folloWing example shoWs the use of the crosslinked 
hydrogel copolymers of the present invention to improve the 
bioavailability of active agents. 

a. Active agent delivery systems: 

EXAMPLE 10 

[0102] In Vivo Release Studies of (X-IFN from Crosslinked 
Poly(D,L-Lactide-co-Glycidyl Methacrylate)-block-Poly 
(Ethylene Glycol)-block-Poly(D,L-Lactide-co-Glycidyl 
Methacrylate) Hydrogel Copolymers. 
[0103] In vivo release studies of (X-IFN using the polymers 
of the present invention Were performed. In particular, the 
crosslinked copolymer hydrogels of Samples 1 and 6 Were 
used. Solutions of these copolymers (20 Wt. % copolymer in 
PBS (250 mM)) (230 ML) containing 10 Wt. % photoinitiator, 
i.e., 2,2-dimethoxy-2-phenyl-acetophenone, Were vortexed 
With 20 ML of (X-IFN solution in PBS (concentration=3.7 
mg/mL) in a 1.5 mL effendorf tube. These vortexed solutions 
Were transferred to round glass molds and irradiated With 
UV light (Wavelength=365 nm) for about 30 to 40 minutes, 
at Which point a ?rm gel held in the mold When the mold Was 
inverted. The gels Were removed from the molds and 
implanted into male Sprague-DaWley rats Weighing 400+/— 
50 grams. The rats Were anesthetized, after Which a small 
incision Was made in the intrascapular region, the gels Were 
implanted into the subcutaneous space, and the incision 
stapled shut. The rats Were immunosuppressed by treating 
With 5 mg/kg Sandimmune Cyclosporine IP daily for 0 to 14 
days (except Sundays) and three times per Week after day 
15. 
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[0104] Blood samples Were collected by means of a lateral 
tail vein at the tWo-, four-, six-, and eight-hour marks as Well 
as the one-, tWo-, three-, ?ve-, seven-, nine-, thirteen-, 
sixteen-, and tWenty-day marks. The blood Was collected via 
syringe Without an anticoagulant and transferred to a blood 
serum separator tubes. The blood Was alloWed to clot for 30 
minutes at room temperature and centrifuged at 6000 g for 
5 minutes at room temperature. The separated serum Was 
stored at a temperature beloW —70° C. The serum Was 
analyzed by ELISA to determine (X-IFN concentration. FIG. 
3 shoWs the results of the in vivo (X-IFN release study for 
both the crosslinked copolymers of Sample 1 and Sample 6. 
The data shoWn in FIG. 3 are normalized to 1 mg/kg, 
Wherein the actual dose Was approximately 0.17 mg/kg. 
These results shoW a 60 to 80% increase in bioavailability 
relative to intravenous bolus and a 180 to 230% increase in 
bioavailability relative to a subcutaneous bolus. This 
increase in bioavailability makes clear the bene?ts of using 
the crosslinked copolymers of the present invention for drug 
release applications. 

[0105] In another embodiment of the present invention, 
the copolymers synthesized according to the methods of the 
present invention are used in the preparation of particulates 
and capsules. In a more preferred embodiment, the present 
invention relates to improved methods of preparing a phar 
maceutical composition in particulate or capsule form. The 
pharmaceutical composition may be designed for the con 
trolled release of an effective amount of an active agent over 
an extended period of time. Moreover, the pharmaceutical 
compositions as described herein may additionally comprise 
a second polymer, e.g., as an additive or a blend, depending 
on the desired properties of the pharmaceutical composi 
tions. 

[0106] The methods of the present invention may be 
carried out using pre-formed particulates, or may addition 
ally comprise the production of the particulates. It should be 
readily apparent to one skilled in the art, that the present 
invention is not limited to any particular method of prepar 
ing a ?nished particulate or capsule product. Particulate 
formation may be effected by methods knoWn to one skilled 
in the art and include any means of mechanical disruption. 
Those methods include, but are not limited to, spray drying, 
sonication, ultrasound, mutual dielectrophoresis, coacerva 
tion, and phase separation processes such as those described 
in US. Pat. No. 5,718,921, issued to MathioWitz et al., 
entitled “Microspheres Comprising Polymer and Drug Dis 
persed There Within,” and US. Pat. No. 6,235,224, issued to 
MathioWitz et al., entitled “Process of Preparing Micropar 
ticles Through Phase Inversion Phenomena,” both patents 
being incorporated herein by reference. Suitable methods of 
preparing a particulate or capsule product are disclosed in, 
for example, the following US. Patents, each of Which is 
incorporated herein by reference: US. Pat. Nos. 3,737,337; 
4,389,330; 5,407,609; 5,650,173; 5,654,008; 5,792,477; 
5,019,400; 5,916,598; 5,945,126; and 6,110,503. 

[0107] Particulates and capsules can be prepared using 
emulsion-based methods, including all emulsion-based pro 
cesses, including W/O/W, S/O/W, S/O/O, and W/O/O, 
Wherein W=Water, O=oil, and S=solid. Suitable emulsion 
based methods include phase separation methods that use a 
coacervating agent. Other suitable emulsion-based methods 
include non-phase separation methods that use other means 
for extracting solvent to form hardened particulates. In one 
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preferred embodiment of the present invention using an 
emulsion-based method to produce particulates or capsules, 
the method includes preparing an emulsion that comprises a 
?rst phase and a second phase. The ?rst phase preferably 
comprises an active agent, a polymer, and a solvent for the 
polymer. The second phase is a continuous phase, preferably 
an aqueous phase. The solvent is extracted from the emul 
sion to form particulates containing the active agent. 

[0108] Alternatively, in another preferred embodiment, 
suitable methods of preparing a ?nished particulate product 
are accomplished by using Prolease® technology, developed 
by Alkermes Controlled Therapeutics, Inc. I of Cambridge, 
Mass., and as described in Us. Pat. No. 5,019,400, issued 
to GombotZ et al., entitled “Very LoW Temperature Casting 
of Controlled Release Microspheres,” and US. Pat. No. 
5,922,253, issued to Herbert et al., entitled “Production 
Scale Method of Forming Microprarticles,” both incorpo 
rated herein by reference. The Prolease® technology gen 
erally involves the preparation of particulates using very 
cold temperatures to freeZe mixtures of a polymer and an 
active agent forming polymeric particulates. More particu 
larly, a polymer is dissolved in a solvent together With an 
active agent forming a mixture. This mixture is atomiZed 
into a vessel containing a liquid non-solvent, alone or froZen 
and overlayed With a lique?ed gas, at a temperature beloW 
the freeZing point of the polymer/active agent solution. 
When the combination With the lique?ed gas is used, the 
atomiZed droplets freeZe into particulates upon contacting 
the cold lique?ed gas, then sink onto the froZen non-solvent 
layer. If froZen, the non-solvent is then thaWed. As the 
non-solvent thaWs, the particulates Which are still froZen 
sink into the liquid non-solvent. The solvent in the particu 
lates then thaWs and is extracted into the non-solvent, 
resulting in a hardened particulate containing active agent 
either as a homogeneous mixture of the polymer and the 
active agent or as a heterogeneous tWo phase system of 
discrete Zones of polymer and active agent. If a cold 
non-solvent is used alone, the atomiZed droplets freeZe upon 
contacting the solvent, and sink to the bottom of the vessel. 
As the non-sol vent for the polymer is Warmed, the solvent 
in the particulates thaWs and is extracted into the non 
solvent, resulting in hardened particulates. Excipients that 
modify, release or stabiliZe the encapsulated active agent can 
also be incorporated (e.g., US. Pat. No. 6,156,508 issued to 
Tracy et al., entitled “Controlled Release of Metal Cation 
StabiliZed Interferon,” incorporated herein by reference). 

[0109] In addition, in yet another preferred embodiment, 
suitable methods of preparing a ?nished particulate product 
can be accomplished by using the AIRTM inhalation delivery 
technology, developed by Advanced Inhalation Research, 
Inc. of Cambridge, Mass., and as described in US. Pat. Nos. 
5,874,064 and 6,136,295, both issued to EdWards et al., and 
both entitled “Aerodynamically Light Particles for Pulmo 
nary Drug Delivery,” and both incorporated herein by ref 
erence. The AIRTM inhalation delivery technology is a 
pulmonary delivery system Whereby active agents are deliv 
ered to the respiratory tract. The formation of aerodynami 
cally light particles for use in the AIRTM inhalation delivery 
technology can be accomplished by various methods knoWn 
to those of ordinary skill in the art, including single and 
double emulsion solvent evaporation, spray drying, and 
solvent extraction. 
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[0110] The polymers of the present invention may also be 
used to prepare pharmaceutical compositions in particulate 
or capsule form for oral administration. The pharmaceutical 
composition may be designed for the controlled release of an 
effective amount of an active agent over an extended period 
of time. 

[0111] The formulation prepared by the process of the 
present invention may contain an active agent dispersed in 
the particulate polymeric matrix material. The amount of 
such agent incorporated in the particulates can range from 
very small to very large amounts, i.e., from about 0.1 Wt. % 
to about 90 Wt. %, preferably 0.5 Wt. % to 30 Wt. %. 

[0112] Examples of active agents that can be encapsulated 
by the particulate or capsule formulation methods of the 
present invention are legion and include generally, for 
example, such molecules as peptides, proteins, biopolymers, 
small molecules, and macromolecules. Preferred active 
agents are proteins. 

[0113] More speci?c examples of active agents include the 
folloWing: local anesthetics; non-steroidal antifertility 
agents; parasympathomimetic agents; psychotherapeutic 
agents; tranquiliZers; decongestants; sedative hypnotics; ste 
roids; sulfonamides; sympathomimetic agents; vaccines; 
vitamins; antimalarials; anti-migraine agents; anti-Parkin 
son agents such as L-dopa; anti-spasmodics; anticholinergic 
agents (eg oxybutynin); antitussives; bronchodilators; car 
diovascular agents such as coronary vasodilators and nitro 
glycerin; alkaloids; analgesics; narcotics such as codeine, 
dihydrocodienone, meperidine, morphine and the like; non 
narcotics such as salicylates, aspirin, acetaminophen, d-pro 
poxyphene and the like; opioid receptor antagonists, such as 
naltrexone and naloxone; antibiotics such as gentamycin, 
tetracycline and penicillins; anti-cancer agents; anti-convul 
sants; anti-emetics; antihistamines; anti-in?ammatory 
agents such as hormonal agents, hydrocortisone, predniso 
lone, prednisone, non-hormonal agents, allopurinol, 
indomethacin, phenylbutaZone and the like; prostaglandins 
and cytotoxic drugs; estrogens; antibacterials; antifungals; 
antivirals; anticoagulants; anticonvulsants; antidepressants; 
antihistamines; immunological agents; 

[0114] Other examples of suitable biologically active 
agents include viruses and cells, peptides (e.g., luteiniZing 
hormone-releasing-hormone analogues, such as goserelin 
and exendin) and proteins, analogs, muteins, and active 
fragments thereof, such as immunoglobulins, antibodies, 
cytokines (e.g. lymphokines, monokines, chemokines), 
blood clotting factors, hemopoietic factors, interleukins (IL 
2, IL-3, IL-4, IL-6), interferons ([3-IFN, ot-IFN and y-IFN), 
erythropoietin, nucleases, tumor necrosis factor, colony 
stimulating factors (e.g., GCSF, GM-CSF, MCSF), insulin, 
enZymes (e.g., superoxide dismutase, tissue plasminogen 
activator), tumor suppressors, blood proteins, gonadotropins 
(e.g., FSH, LH, CG, etc.), hormones and hormone analogs 
(e.g., groWth hormone, adrenocorticotropic hormone and 
luteiniZing hormone releasing hormone (LHRH)), vaccines 
(e.g., tumoral, bacterial and viral antigens); somatostatin; 
antigens; blood coagulation factors; groWth factors (e.g., 
nerve groWth factor, insulin-like groWth factor); protein 
inhibitors, protein antagonists, and protein agonists; nucleic 
acids, such as antisense molecules, DNA and RNA; oligo 
nucleotides; and riboZymes. Small molecular Weight agents 
suitable for use in the invention include, antitumor agents 
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such as bleomycin hydrochloride, carboplatin, methotreXate 
and adriamycin; antipyretic and analgesic agents; antitus 
sives and eXpectorants such as ephedrine hydrochloride, 
methylephedrine hydrochloride, noscapine hydrochloride 
and codeine phosphate; sedatives such as chlorpromaZine 
hydrochloride, prochlorperaZine hydrochloride and atropine 
sulfate; muscle relaXants such as tubocurarine chloride; 
antiepileptics such as sodium phenytoin and ethosuXimide; 
antiulcer agents such as metoclopramide; antidepressants 
such as clomipramine; antiallergic agents such as diphen 
hydramine; cardiotonics such as theophillol; antiarrhythmic 
agents such as propranolol hydrochloride; vasodilators such 
as diltiaZem hydrochloride and bamethan sulfate; hypoten 
sive diuretics such as pentolinium and ecaraZine hydrochlo 
ride; antidiuretic agents such as metformin; anticoagulants 
such as sodium citrate and heparin; hemostatic agents such 
as thrombin, menadione sodium bisul?te and acetomenaph 
thone; antituberculous agents such as isoniaZide and ethan 
butol; hormones such as prednisolone sodium phosphate and 
methimaZole. 

[0115] Other preferred active agents include 1,2-benZa 
Zoles, more particularly, 3-piperidinyl-substituted 1,2-ben 
ZisoXaZoles and 1,2-benZisothiaZoles, including 3-[2-[4-(6 
?uoro-l,2-benZisoXaZol-3-yl)-1-piperidinyl]ethyl]-6,7,8,9 
tetrahydro-2-methyl-4H-pyrido-[1,2-a]pyrimidin-4-one 
(“risperidone”) and 3-[2-[4-(6-?uro-1,2-benZisoXaZol-3-yl) 
1-piperidinyl]ethyl]-6,7,8,9-tetrahydro-9-hydroXy-2-me 
thyl-4H-pyrido[1,2-a]pyrimidin-4-one (“9-hydroXyrisperi 
done”) and the pharmaceutically acceptable salts thereof. 
Risperidone (Which term, as used herein, is intended to 
include its pharmaceutically acceptable salts) is also pre 
ferred. Risperidone can be prepared in accordance With the 
teachings of US. Pat. No. 4,804,663, Which is incorporated 
herein by reference. 9-hydroXyrisperidone can be prepared 
in accordance With the teachings of US. Pat. No. 5,158,952, 
Which is incorporated herein by reference. 

[0116] In addition to delivery systems for active agents 
based on the formation of particulates, such delivery sys 
tems can also be formulated using microchips. An eXample 
of such systems is described in US. Pat. No. 5,797,898, 
Which is incorporated herein by reference. In general, such 
active agent delivery systems involve etching of reservoirs 
into a substrate, such as silicon, using any etching technique 
commonly used in the ?eld of microfabrication, such as 
chemical (Wet) etching or ion (dry) etching techniques. The 
active agents to be released in a controlled manner are 
placed in the reservoirs. The reservoirs are capped With a 
material that degrades at a knoWn rate or has a knoWn 
permeability for the active agents. The degradable polymers 
of the present invention can be used to make the substrates 
into Which the reservoirs are etched and/or the caps for the 
reservoirs. Similar approaches can be used to develop 
ingestible, injectible or implantable delivery systems that 
comprise multiple reservoirs containing one or more bio 
logically active agents. The preferred polymer of the present 
invention is one that can be chemically or photochemically 
cured. 

[0117] The polymers of the present invention When used 
as active agent delivery systems could also be used in 
applications Where it is desirable for the polymer to undergo 
a phase transition When coming in contact With physiologi 
cal conditions. Thermoresponsive polymers Were described 
previously, as in US. Pat. No. 5,702,717, issued to Cha, et 
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al., entitled “Thermosensitive Biodegradable Polymers 
Based on Poly(Ether-Ester) Block Copolymers,” and US. 
Pat. No. 6,004,573, issued to Rathi et al., entitled “Biode 
gradable LoW Molecular Weight Triblock Poly(Lactide-Co 
Glycolide) Polyethylene Glycol Copolymers Having 
Reverse Thermal Gelation Properties,” both of Which Were 
previously incorporated herein by reference. The polymers 
of the present invention could similarly be used When it is 
desirable to have polymers that are liquid When injected into 
the body but gel or solidify at body temperatures. Addition 
ally, the polymers of the present invention could be used 
similarly to the polymers described earlier in US. Pat. No. 
5,968,542, issued to Tipton, entitled “High Viscosity Liquid 
Controlled Delivery System as a Device”; US. Pat. No. 
6,143,314, issued to Chandrashekar et al., entitled “Con 
trolled Release Liquid Delivery Compositions With LoW 
Initial Drug Burst”; and US. Pat. No. 5,340,849, issued to 
Dunn et al., entitled “Biodegradable In-Situ Forming 
Implants and Methods for Producing the Same,” all three 
patents previously incorporated herein by reference. In this 
application, polymers dissolved in solvents are injected into 
the body, after Which the polymers solidify as the solvent is 
replaced by Water. 

[0118] b. Medical uses other than active agent delivery 
systems: 

[0119] The degradable crosslinked hydrogel copolymers 
of the present invention can also be used in other medical 
applications not involving active agent delivery systems. 
Generally, any medical application that uses a biocompatible 
and/or degradable polymer Would ?nd the copolymers of the 
present invention relevant. Examples of such applications 
include use as sutures, use as polymer scaffolds for tissue 
engineering, tissue regeneration, and tissue replacement, use 
in orthopedic applications, such as fracture ?xation and bone 
replacement/healing, use in dental applications, use as pros 
thetic devices, use as tissue sealants and surgical sealants for 
Wound healing, use as adhesives, and use as coatings. The 
present invention contemplates in vivo as Well as eX vivo 
applications. 

[0120] The applications for active agent delivery systems 
discussed above Wherein it is desirable for the polymers of 
the present invention to undergo a phase transition When 
coming in contact With physiological conditions are equally 
relevant to medical applications Wherein the primary pur 
pose is not active agent delivery, but rather those just 
described, in particular, orthopedic applications, dental 
applications, and prosthetic devices. 

[0121] In addition, the degradable crosslinked hydrogel 
copolymers of the present invention can be used to produce 
polymeric netWorks With the desirable physical characteris 
tic of having high mechanical strength. Potential uses of 
such high strength materials include orthopedic and dental 
applications, such as those disclosed in US. Pat. No. 5,902, 
599, issued to Anseth et al., entitled “Biodegradable Poly 
mer Networks For Use in Orthopedic an Dental Applica 
tions,” and as scaffolds for tissue engineering, such as those 
disclosed in US. Pat. No. 6,103,255, issued to Levene et al., 
entitled “Porous Polymer Scaffolds for Tissue Engineering.” 
Such crosslinked polymer netWorks of the present invention 
Would provide available unsaturated moieties all along the 
polymer backbone, rather than only at the ends of the 
polymer chains, as disclosed in other such polymer systems. 
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Examples of other such crosslinkable polymeric systems are 
the following: U.S. Pat. Nos. 5,626,863; 5,844,016; 6,051, 
248; 6,153,211; and 6,201,065; all of the aforementioned 
patents previously incorporated by reference. In addition, 
US. Pat. No. 5,837,752 issued to Shastri et al., entitled 
“Semi-Interpenetrating Polymer Networks,” incorporated 
herein by reference, describes relevant applications Wherein 
polymer compositions are injected into the body and poly 
meriZed in vivo for use, such as tissue sealants. Alterna 
tively, the polymer compositions are polymeriZed ex vivo 
and then implanted into the body, in the form of various 
shaped articles, such as pins, screWs, and holloW tubes, 
Which can be used to repair broken bones. All of the 
aforementioned patents are incorporated herein by refer 
ence. 

[0122] Conclusion 

[0123] While various embodiments of the present inven 
tion have been described above, it should be understood that 
they have been presented by Way of example only, and not 
limitation. The present invention is not limited to a particular 
ethylenically unsaturated epoxide, a particular cyclic ester, a 
particular hydrophilic segment, copolymer, catalyst or ini 
tiating system, nor is the present invention limited to a 
particular scale or batch siZe. Thus, the breadth and scope of 
the present invention should not be limited by any of the 
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above-described exemplary embodiments, but should be 
de?ned only in accordance With the folloWing claims and 
their equivalents. 
What is claimed is: 

1. A method for preparing particulates, comprising: 
(a) preparing a ?rst phase, the ?rst phase comprising an 

active agent, a copolymer Which comprises a randomly 
distributed ring-opened ethylenically unsaturated 
epoxide, a ring-opened cyclic ester, and a hydrophilic 
segment, and a solvent; 

(b) preparing a second phase, Wherein the ?rst phase is 
substantially immiscible With the second phase; 

(c) combining the ?rst phase and the second phase to form 
an emulsion; and 

(d) extracting solvent from the emulsion using an extrac 
tion liquid to thereby form particulates containing the 
active agent. 

2. The method of claim 1, further comprising the step of 
crosslinking the copolymer. 

3. The method of claim 1, Wherein the particulates further 
comprise an excipient. 

4. The method of claim 1, Wherein the particulates further 
comprise a second polymer. 

* * * * * 


