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1,2,4-Triazoles have been reported to associate with antimicrobial,
fungicidal, anti-inflammatory, antiparasitic, insecticidal, herbicidal,
antiviral, antitumor, anticonvulsant, antidepressant, hypotensive ef-
fects and plant growth regulatory activities. On the other hand, nitro-
imidazole like metronidazole, ornidazole, secnidazole and tinidazole
are widely used in the treatment of diseases caused by protozoa and
anaerobic bacteria. Furthermore, some 5-nitroimidazoles have been
shown activity against Helicobacter pylori. In the design of new
compounds, the development of hybride molecules through the com-
bination of different pharmacophores in one frame may lead to com-
pounds with increase antimicrobial activity. Herein, we have synthe-
sized novel compounds containing (4-nitroimidazol-1yl)methyl frag-
ment at the position 3 of the 4-substituted-1,2,4-triazole-5-thiones.

Six compounds were screened for their antimicrobial activity against
reference strains of bacteria (9 species) and fungi (5 species). Two
compounds inhibited the growth of Gram-positive Micrococcus lu-
teus ATCC 10240 with MIC = 250 mg L™ and MIC = 500 mg L™,
respectively. The most effective against Gram-negative bacteria was
4-phenyl-1-[(4-nitroimidazol-1-yl)acetyl]thiosemicarbazide with
MIC = 500 mg L' for E. coli ATCC 25922 and about 36 to 65% re-
duction of the growth of Klebsiella pneumoniae ATCC 13883 and
Proteus mirabilis ATCC 12453 at lower concentrations (7.81 - 250
mg L_l). None of the compounds had influence on the growth of re-
ference strains belonging to Staphylococcus, Bacillus or Pseudomo-
nas species. The tested compounds had no activity against fungi, be-
sides  4-(4-tolyl)-1-[(4-nitroimidazol-1-yl)acetyl]thiosemicarbazide
showing moderate inhibitory effect against Trichophyton mentha-
grophytes ATCC 9533 with MIC = 250 mg L and about 30-70%
reduction of the growth of this dermatophyte at lower concentrations
(7.81 - 125 mg L_l), Moreover, this compound exerted about 0-70%
inhibition of the growth of reference strains of Candida spp. and
ASf)ergillus niger ATCC 16404 at concentrations of 7.81 - 500 mg
L.
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Physical preparation or complex structure of API may cause many
analytical problems. Therfore elaboration of suitable analytical me-
thods for both routine manufacturing processes and investigation of
novel synthetic routes is very important.

Analytical method used for this purpose must ensure fast and effi-
cient determination of the presence of starting materials, product,
impurities and side products. Nowadays, the common and widely
applied method which meets these requirements is high performance
liquid chromatography, especially in reverse phase mode
(RP-HPLC). This technique was used for optimization of synthesis
and determination of purity of tolterodine tartrate — an active sub-
stance administered in urinary incontinence therapy.

Tomatodese

Synthesis of the active substance — tolterodine - was conducted in
two different ways: first one consisted of seven synthetic steps, and
second one of eight steps. The method described in this poster is
useful for both synthetic pathways and suitable for determination of
product purity, as well as separation and identification of impurities
and side products.
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We have previously reported on successful application of combina-
torial chemistry techniques for generation of rationally designed li-
braries of serotonin receptor ligands, namely arylpiperazine derivati-
ves containing N-acylated amino acid fragments [1,2]. It was found,
that the kind of substituent at aromatic ring influenced receptor affi-
nity and compounds in vivo 5-HTlA intrinsic activity. Finally, the
project allowed selecting a lead compound (PZ 68), pre- and postsy-
naptic 5-HT_ agonist, which demonstrated distinct anxiolytic-like
and antidepressant-like effects in the respective animal models.

Taking advantage of the solid-phase chemistry for quick generation
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of compound libraries, we have designed and synthesized analogs of
previously reported long-chain arylpiperazines containing N-
acylated amino acid fragments (aspartic acid, proline).

PZ 68

O 0

R =methyl, cydopenty, cyclohesd,
pherd, nobom-24imatiyl | sdamantd

1,

3

n=0,1

A 24 member library of trifluromethyl derivatives was synthesized
on solid-support. The previously reported synthetic methodology
was now adopted for a BAL-type PL-MBHA resin. Library genera-
tion was performed manually by using Bill-Board set [3]. This equ-
ipment keeps the solid-phase reactions organized in a grid and sim-
plifies repeated cycles of reactions, washings, cleavage, and finally
solvent evaporation step. Selected library representatives were eva-
luated for their 5-HT and 5-HT__ receptor affinities. The results
obtained followed by the discussion on the influence of the modifi-
cations applied on receptor affinity will be presented.
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Aldehyde dehydrogenase isozyme (ALDH3A1) is an enzyme oxidi-
zing mainly long- and medium-chain aliphatic as well as aromatic
aldehydes. The salivary aldehyde dehydrogenase was postulated to
play an important role in deactivation of higher aldehydes of plant
origin, and may be involved in the prevention of chemical carcino-
genesis [1,2].

It is also well documented that ALDH3A1 can be induced several-

hundred-fold in some neoplastic states of different cancers e.g. liver,
breast, colon and oral [3].

Activity of ALDH is unstable in the absence of thiols, but can be
stabilized by 1 mM glutathione. Inactivated enzyme can be re-
activated within 10 minutes by treatment of 0.5 mM DTT [4].

Saliva samples were collected to buffer stock solution containing va-
rious thiols, and assayed in the presence of fluorogenic substrate

6-methoxy-2-naphthaldehyde and NAD'.

The oxidative stress has been associated with increased risk of many
diseases, including different kinds of cancer. It can be measured by
many methods, like ORAC (Oxygen Radical Absorbing Capacity)
method [5], which gives information about total antioxidant capacity
of body fluids. ORAC-FL test uses fluorescein as a fluorophore. The
decay of the fluorescence emission over time due to exposition to
the peroxyl radical source (AAPH) is measured. In the presence of
diluted saliva sample the fluorescence decay is delayed due to the
presence of antioxidants present in the saliva.

In present studies the ORAC value of human saliva of oral cavity
surgical patients and healthy subjects was correlated with the AL-
DH3AL activity.

We observed no distinct direct correlation between antioxidant capa-
city and ALDH3A1 oxidation status of human saliva in all healthy
patients. However, in smoking patients and in patients with definite
diet the correlation was observed.
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Hypertrophic scars and keloids are formed during abnormal scarring
process and result from excessive collagen deposition. Creams con-
taining onion extract are very common in therapy of the scars and la-
tely occlusive silicone dressings become a popular treatment option.
However, the mode of pharmacological action of such preparations
still remains unclear.

Although silicone preparations are used since 1983, there has
been no reports about adhesive silicone-based sheet containing any
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