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Modeıs lor predicting skin permeability, con
sidering a number of different properties of pen: 
etrants and the problems were overviewed, A new 
model was proposed using SHC, SOC (Sum of hy
drogen charges, sum of oxygen charges) on the 
molecule values, The penetration mechanism pro
posed was based on the the Coulombic interaction 
between skin lipids and penetrants due to their par
tial charges, A new theory lor penetration enhancer 
mechanisms was also proposed using partial charg
es for a series of enhancers, The use of partial charg
es was lound ta be capable of predicting the skin' 
permeability of compounds and also the mech
anisms of penetration aı1d enhancernent, but sorne 
compounds remained problematic, 

The solubility parameters of compounds were 
also investigated lo predict skin penetration, but it 
did not give any betler correlation, Viscosity and 
pH of the vehicle were found to be importanı in al
tering the permeability of compounds, 

The use of other solvents partition coefficients to 
predict skin permeability of compounds were in
vestigated, 

The interaction between penetrant and skin lip
ids was investigated using differ~nt techniques such 
as Langmuir film balance and DSC 

In ali these experiments, naproxen and atropine 
did not behave differently from the rest, providing 
no explanation why they should be an outlier in ear
lier studies of predicting skin permeability, Further 
experiments were carried out to confirm the perme
ability coefficients for a series of compounds, in
cluding naproxen and atropine, Different results 
were obtained for naproxen, atropine and nicotine, 
while other selected compounds give similar results 
to those in the literature, The regression equation 
was improved when new permeability coefficient 
Oog ~) values of naproxen, atropine, nicotine and 

salicylic acid were used, 
lontophoresis work was also carried out for pro

pranolol and salbutamol sulphate and the inhibitory 
effects of crown ether and PEG-400 on Na+ were in
vestigated, Crown ether was found ıo be more ef

fective than PEG-400 in reducing Na+ flux, 
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Indicators of oxidative stress and lipid per
oxidation in patients with dilated cardiomyopathy 
(7 women, 16 men) and 21 healthy normal control (9 
women, 12 men) were studied in this investigation, 
Eleven patients (3 women, 8 men; aged 37-75 years) 
had dilated cardiomyopathy with coronary arlery 
disease (CAD), remaining 12 patient (4 women, 8 
men; .aged 31-66) had nonischemic dilated car
diornyopathy, Serum/plasma, erythrocyte mem
branes, and packed erythrocytes were separated 
from the blood samples obtained from the patients 
before iV dobutamine administration, Albumin, bi
lirubin, uric acid, rnalondialdehyde (MDA) or thi
orbarbituric acid reactive substances (TBARS), fluo
rescent products of lipid peroxidation (FPL), total 
thiol (TSH), protein thiols (PSH) and glutathione 
(GSH) levels were analyzed in sera/plasma sarn
ples, in erythrocyte membranes TSH and FPL con
tents, and susceptibility to peroxidation of mem
branes were studied. Superoxide dismutase and 
GSH conıents of packed erytrocytes and sus
ceptibility of erythrocytes to peroxidation were 
measured. All t11e measurements were carried out in 
patient group after 48 hours-dobutamine ad
rninistration and in control group, There was no sta
tistically significant difference for these parameters 
between ischemic and nonischernic patients groups, 
and between the values obtained before and afler 
dobutamine administration (P>0,05), Albumin, TSH, 
PSH and GSH levels of patient group were lower 
than control group, but TBARS, uric acid and FPL 
levels were higher, significantly (P<0,05), TSH levels 
were lower but FPL and susceptibility to per
oxidation values wer~ higher in erythrocyte mem
branes of patient group (P<0,05), SOD and GSH con
ıent of erythrocytes from patients was lower than 
controls, but sesceptibility to peroxidation was high
er (P<0,05), in conclusion, patients with dilated car
diomyopahty, whether ischemic or nonischernic, are 
suffered from increashed oxidative stress and Jipid 
peroxidation, This may explain increased fala! 
arrythmies and sudden death incidence in patients 
with dilated cardiomyopathy, 
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in recent years, the rational use of drug is one of 
the most importanı subjecls which concerns all de
veloped and developing countries. Governments 
tend to pay more attention to this subjecı. The in
crease in world-wide old-age population and in rc
search costs of newly founded drug also has an im
pact on tlıe increase of drug prices. 

in order to reach the goals of reasonable use of 
drug, ıhe selection of drug has ıo be made by taking 
the benefit/pricc ratio into consideration. 

Jn this study, the discussion ol the subject in the 
international platform, dctermination of re
sponsibility far rational use of medicinc, the lmpact 
of patient, doctor aıld pharmacist relations in the ra
tional use of drug the studies made in health system 
of the countries and the comparison ol the cxisting 
system and regulations in TURKEY with the Eu
ropean Cornmun.i ty countries were argued and the 
roles of pharrnacists and out side at private phar
macies \vere searched as well as the influenccs of 
pharmacists in the European conununity in the ra
tional use of drug. 
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HETEROCYCUC COMPOUNDS WHICH HA VE 

BIOLOGICAL ACTIVITY 
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in this study, thirty six 2-benzylidene-5-phenyl-7 
- methyl-3-oxo-2,3-dihydro-SH - thiazolo [3,2-a] py
rimidin - 6 - carboxylic acid methyl es!ers were syn
thesized and screened for their calcium antagonistic 
and antiiflammatory activities. The compounds 
were prepared by reacting 1, 2, 3, 4 - tetra
hydropyrimidine - 2 - thiones with chloroacetic acid 
and substituted or nonsubstituted benzaldehydes in 
the presence of sodiurn acetate, acetic acid and ace
tic anhydride. 

The physical properties, Rf values on thin-layer 
chromatography an the UV absorption properties of 
the synthesized compounds were determined. The 

structures of the compounds were proved by IR, IH

NMR, !3C-NMR, rnass spectroscopy and elemental 

analysis. Thc X-ray crystallography data of the com
pound Vllb bearing 3-rnethoxyphenyl group at the 
position 5 and 4-methylbenzylidene group at the po
sition 2 shows that this compound is in Z configura
tion. 

üne of the compounds was resolved into its 
enantiomers by high performance liquid chrom
atography using a commercially available chiral sta
tionary phase, cellulose tris(3,5-dirnethylphenylcar
bamate), known as Chiralccl OD. 

Only nine of the synthesized compounds werc 
tested for cacium antagonistic activity. The calcium 
antagonistic activity of the compounds were evalu
ated as a percentage of relaxant response of BaCI2-
induced contractioı1s on smooth_ musculature. None 
of the compou11ds cxh.ibits a n_oticeable calcium an
tagonistic activity compared with the standart ni

cardipine. 
The antiinflarnmatory activity of the compounds 

was tested by carregeenan hind paw edema test. it 
was found that compound VIa having 2-

rnethoxyphenyl group at the position 5 and ben
zylidene group at the position 2 was the most patent 
compound in this serie. 




