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Abstract. The crosslinked copolymers of 2-hydroxyethyl
methacrylate with polyvinylpyrrolidone as granules and
membranes have been synthesized and their penetration
and sorption-desorption properties have been investigated.
The model of mass-transfer from the solid soluble surface
through the hydrogel shell has been suggested. The
developed materials are able to create encapsulated and
granular polymer forms of drugs prolonged release.
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1. Introduction

The development of polymeric systems of drugs
prolonged and directed releaseis one of the main directions
in pharmaceutical and medical branches. Such systems
allow to transfer a medical substance directly to the active
medium as well as to reduce essentially its disposable
therapeutic doze [1]. Polymeric hydrogel carriers based on
crosslinked copolymers of polyvinylpyrrolidone (PVP) with
methacrylic eters, 2-hydroxyethyl methacrylate (HEMA)
namely, are used for above-mentioned purposes. They are
able to swell in water and physiological solutions but are
insolublein such media and have controlled penetration and
sorption-desorption properties due to the presence of
different functional groups in their structures [2].

2. Experimental

HEMA was purified by a vacuum distillation
(residual pressure 130 N/n¥, T, = 351 K). Highly purified
PVP with the molecular mass 28-10° was used for
polymerization. The reaction mixture solubility parameter
(d) was calculated from the solubility parameters of
individual components d [3], according to the equation:

d =(svd )" @)

where V. is the volume fraction of the i component; d is
the solubility parameter of the i component.

The hydrogel membranes for parameters
investigation of mass-transfer from the solid phase of
model substances and medical forms were formed via
polymerization of polymer-monomer compositions
between two glass or fluoroplastic plates as films with
different thickness; for capsulation of the real medical
forms—via polymerization coating intheboiling bed reactor
[4]. Hydrogel granule particles were obtained via
suspension polymerization based on the technol ogy
described in [5].

Polymerization kinetics, composition and structural
parameters of copolymer networks were investigated by
the techniques described in [4, 6] and polymers
permeability — by the technique offered by Karelin [7].
Methylene-blue (MB) was quantitatively determined by
KFK-3 photocolorimeter using the light-filter with
| =420 nm.

3. Results and Discussion

At the Department of Chemical Technology of
Plastics Processing of Lviv Polytechnic National University
there are two researching directions concerning
development of drugs prolonged release systems based
on polymeric hydrogels. Thefirst directionisacapsulation
of solid parts by polymeric hydrogel shell. The second
one is development of granular forms operated by the
following scheme: drug sorption by polymer —drug release
in the organism. The technological aspects of both types
of copolymers obtained via radical polymerization in the
presence of peroxide initiators are considered in [4] and
[5], respectively.

Application of PVP-FeSO, complex asaninitiating
systeminstead of potassium persulphate allows to shorten
synthesis time and considerably reduce the synthesis
temperature (Table 1). The content of residual monomer
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Table 1
Effect of composition contents and forming modes on the reaction completeness degr ee*
Mixture composition, mass parts .
No- A PVP H,0 Initiator (catalyst) Forming mode Mrem %
1. 90 10 100 0.3%PPS 333K-2h;343K-2h 15
2. 80 20 100 0.3%PPS 333K-2h;343K-2h 2.0
3. 80 20 50 0.05 % FeSO, 278K-1h 25
4, 80 20 100 0.05 % FeSO, 323K-05h 1.0
5. 80 20 300 0.05 % FeSO, 323K-05h 1.0
6. 70 30 100 0.05 % FeSO, 323K-05h 2.0
* — by content of residua monomer M__ ; PPS — potassium persulphate
Table 2
Graft parameters and copolymers composition
No Mixture composition, mass parts f, P, Copolymer composition, mass parts
’ HEMA PVP % % polyHEMA PVP
1. 90 10 53 5 94.7 5.3
2. 80 20 52 10 89.6 104
3*. 80 20 53 11 89.4 10.6
4r* 80 20 49 10 90.2 9.8
5. 70 30 38 11 88.6 11.4

f — PVP graft effectiveness; P — graft degree; * —for T =343 K; ** — for T = 353 K

Fig. 1. The scheme of components transfer from capsulated particles: drug (1); solid polymer shell (2);
swelled crosslinked gel (3); drug prolonged release (4) and spent capsule (5)

depending on the synthesis mode is 0.5-2.5 mass parts.
Sinceit isexpected to use the obtained polymersin medical
practice, then polymer washing stage in the technological
scheme necessary for the removal of unreacted monomer
should be foreseen [4].

Synthesized copolymers are crosslinked
compounds consisting of PVP macromolecules with
grafted polyHEMA chains. They have functional groups
with different polarities: C=0 and—OH groups of monomer
and N-C=0 group of PVP. Moreover, in aqueous media
PVP chain links may exist in ketonic forms or forms with
cationic nitrogen [8]. The hydrogel structural parameters
and composition may be directly changed by synthesis
conditions (Table 2) [9]. All above mentioned factors, of
course, will affect the sorption and diffusive-transfer
properties of synthesized copolymers.

Copolymers synthesized in the form of membranes
are effective capsulated agents of solid drugs. In a dry

state while storing they act as a protective capsule but
while operating they are ableto swell in the physiological
solution and become permeable. The mechanism of
componentstransfer from capsul ated particlesisfollowing:
copolymer swelling, molecular diffusioninside the capsule,
mass transfer through the polymeric membrane and mass
delivery into the ambient solution (Fig. 1).

The spent capsule is removed out of the organism
by natural way without the organism damage.

In order to forecast the duration of drug release
from the capsulated particle, as well as its final
concentration in the solution, the model of mass transfer
from the globular particle which is shelled with the
polymeric hydrogel has been developed (Fig. 2).

The thickness of the hydrogel shell while swelling
will be changed by the following dependence:

d=d,[1+a,@- ") 2
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whered , d —thickness of dry and swelled hydrogel shell,
m; t — swelling time, s; K — swelling rate constant, s*;
a,. — maximum value of swelling coefficient.
Compound concentration ¢ in the solution is:
o= AnX(r , - ¢,)(r®- 3Rr? +3Rr?)
- 3W

()
If r =R, then

4nxr - c)R®
— T S 4
e T @

The change of particle radius and mass at d <<R
equalsto:

c=C

g _. (c,-0) .
dt o, (3 +rD,* +3D,)] )
-dM _ 40R*(c-0)

d  (p*+rD, " +3D, " (6)

where M - particle mass, kg; D,, D, — diffusion
coefficientsin the solution insi de the capsule and polymer,
respectively, n¥/s; R—particleradius, m; r _ —solid particle
density, kg/m?®; c_ — concentration of the substance over
the particle surface, kg/m? r —reduction of particleradius;
b — mass-transfer coefficient, m/s, W — liquid volume, .

The mathematic model and its testing in details
aredescribed in[10]. Maplev6.01 mathematical pack was
used for the model numerical realization. The obtained
resultsallow to forecast the duration of drug removal from
theparticle, aswell asitsfinal concentrationin the solution.

Investigated polymers have also been used for the
development of drug delivery systems of ancther type, so
called granular copolymers. Sorption properties of such
copolymers are determined by net structural parameters
and the presence of different functional groups in the
copolymer.

MB and carbamazine sorption and desorption
processes were examined with the purpose of establishing
the suitability of the synthesized copolymer materials as
granules for the drug delivery systems creation. The
comparative researches of MB sorption by polymeric

Fig. 2. The scheme of mass transfer from the solid particle
with the hydrogel shell
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Fig. 3. Kinetic curves of MB sorption by the polymers:
PVP-gr-polyHEMA (1); polyHEMA (2).
Particles averagesizes, d , mm: 0.47 (PDI = 1.24) (1);
0.90 (PDI =1.27) (2)
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Fig. 4. Effect of pH environment on kinetics of MB
desorption (G') by the granular copolymers
PVP-gr-polyHEMA. pH: 4 (1); 7 (2); 9 (3)

particles based on polyHEMA and HEMA-PV P copolymers
were conducted in a neutral environment (Fig. 3). One
can see from experimental results that the dye main part
is sorbed during the first three hours, later the process
proceeds slowly and the kinetic curve gradually goes out
on saturation. Moreover, the sorption ability of
homopolymer particles, even with greater sizes, is higher
compared with copolymers.

It is known [11] that in the MB sorption processes
the presence of hydroxyl and carboxyl groups on the
sorbent surface plays the significant role. The relative
amount of such groups in polyHEMA is higher compared
with that in the copolymer owing to the stronger
electrostatic interaction between such groups and MB
cation (=N*=(CH,),). The PVP links of the copolymer in
the agueous medium can exist both in the keto-form, and
the form containing the nitrogenous cation. Although the
part of the latter onesis insignificant [8], it is the reason
of less sorption ability in relation to MB.

Rateand value of MB desorption (G’) by copolymer
spheres depend on the pH medium (Fig. 4). The most
intensive MB release takes place in the acid medium, in



120 Volodymyr Skorokhoda et al.

1 HEMA:PVP=8:2 wt.p.
I HEMA:PVP=1:0 wt.p.
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Fig. 5. Effect of polymeric carriers nature on the
carbamazine sorption
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Fig. 6. Effect of solubility parameter d on the copolymers
sorption properties. [HEMA]:[PVP] = 8:2 mass parts;
d=41.9(1) and 44.5 (MPa)*2(2)
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Fig. 7. The effect of pH environment on kinetics
of carbamazine desorption
[HEMA]:[PVP] = 8:2 mass parts

addition the greater value of the boundary desorption is
achieved. Obviously, in such a case a formed complex
between functional groups of MB and copolymers is
destroyed resulting in a greater rate and maximum value
of desorption.

In the case of carbamazine, which contains three
carboxyl and one hydroxyl groups in its composition,
HEMA and PVP copolymers have the greater sorption
ability (Fig. 5), which is 2.5 times higher than that for
polyHEMA particles.

The introduction of PVP links into the copolymer
composition considerably increases the sorption speed and
the boundary amount of the sorbed drug. Thus the
adjustment of polyHEMA and PV Plinks correl ation enables
to change the sorption properties of copolymers in the
necessary direction.

Itispossible to affect the sorption ability of polymer
particles of the same composition by means of their sizes
which are capable for regulation by the change of mixing
intensity and solubility parameter of theinitial compositions
d (Fig. 6).

The obtained results show that particles of the
greater size naturally sorb the carbamazine with the less
rate due to their less specific surface. Hence we may
conclude that carbamazine sorption takes place mostly
over the surface and in the resurfaced layers of granules.

The important task of this work was to examine
the effect of pH environment on desorption properties of
synthesized granular copolymers (Fig. 7). The subacid
medium simulated the stomach medium, subalkali one —
the intestines medium. One can see from the obtained
results that medium pH substantially affects the
carbamazine desorption. In a subacid medium the latter
one is practically not extracted from polymer particles. It
is very important, because in such a case the carbamazine
will not irritate the stomach surface. But in neutral and
subalkali media carbamazine is segregated by doses,
therapeutically sufficient for medical aims. Synthesized
copolymers are distinguished by chemical stability in
subalkali and subacid media and withstand sterilization in
an autoclave.

4. Conclusions

The obtained results offer the challenge for the
application of the synthesized hydrogel polymers as the
membranes and granules for the creation of directional
and controlled drug release systems, carriers for
chromatographi ¢ processes, ion-exchange, biospecific and
gel-penetrating chromatography in particular, including
protein separation from blood plasma and for
immunological investigations.



Hydrogels Penetration and Sorption Properties in the substances Release Controlled Processes

References

[1] Grigoryanc I. and Trikhanova G.: Polymernye systemy
upravlyaemogo vydeleniya veshchestv, Khimiya, Moskwa
1934.

[2] Skorokhoda V., Semenyuk N. and Suberlyak O.: Polimernyi
Zh., 2006, 2, 155.

[3] Horak D., Semenyuk N. and Lednicky F. J. Polym. Sci.,
2003, 41, 1848.

[4] Suberlyak O., Mel’nyk J. and Skorokhoda V.: Khim.
Promyslovist’ Ukrainy, 2008, 2, 29.

[5] Skorokhoda V., Semenyuk N. and Suberlyak O.: Voprosy
Khimii i Khim. Technologii, 2006, 3, 67.

[6] Suberlyak O., Skorokhoda V. and Semenyuk N.: Eng.
Biomater., 2007, 63-64, 14.

[7] DubyagaV., Perepechkin L. and Katal evskyi E.: Polymernye
membrany. Khimiya, M oskwa 1984.

[8] Marutamutu M.: J. Polym. Sci.,1984, 10, 569.

[9] Skorokhoda V., Semenyuk N. and Suberlyak O.: Voprosy
Khimii i Khim. Tehnologii, 2004, 3, 88.

121

[10] Demchuk 1., Skorokhoda V. and Slobodyan V.:
Ekotechnologii i Resursozberezhenie, 2003, 1, 70.

[11] Mamleeva N., Pisareva R. and Lunin V.: Zh. Fizicheskoi
Khimii, 1994, 4,671.

IMPOHUKHICTH TA COPBIIHI
BJIACTUBOCTII'IAPOT'EJIIB
Y IIPOLHECAX KOHTPOJIBOBAHOI'O
BUBIJIbHEHHA PEYOBUH

Anomayin.Cunmeso8ano PIOKOCmMpPYKmMYpo8aui
Kononimepu 2-2i0poKCiemuimMemaxKpuiamy 3 noJigiHiInipoiioo HOM
y 6UeA0L 2paHYl ma mMemopan i O0CHONCeHO IXHIO NPOHUKHICTb
ma copoyitino-0ecopbyiiini énacmugocmi. 3anponoHo8aHo Mooesb
Maconepenecents 3 meepooi po3uuHHOI noeepxHi uepes 2iopoeenegy
obonounxy. [liomeepooicena npudamuicme po3pooneHux mamepianie
0Nl CMBOPEHHA HA IXHIll OCHOBI KANCYIbOBAHUX MA 2PAHYIbHUX
NOIMePHUX POPM NPOTOH20BAHO20 GUBLIbHEHHSL IKI6.
cnoea. ciopoezenw,

Knwwuosi NnoNiGIHIANIPONIOOH,

2-ziopoxciemuimemaxpuiam, copoyis, NPOHUKHICb.



