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CANNABIS AND THE HEART

Adler-Graschinsky E.

ININFAT CONICETI Junin 9561 5°Piso- Buenos Aires 1118 Argentina
adlere@infovia.com.ar

Evidence of the medical use of cannabis can be fasdarly as 5000 BC in China. Nevertheless , it was not until the 196(
the main active compound of marihuana , deltat®&rahydrocanabinol, was isolated and identified. Later on, specific CB1
CB2 receptors were identified and an endogenous cannabinoid named anandamide, on the basis of the Sanskrit word
means bringer of inner bliss, was isolated from pig brain. Expetamhwork performed at our Institute led to demonstrate
anandamide plays a complex role in the cardiovascular system. In the isolated rat mesenteric arteries anandamid
concentratiordependent reduction of the contractile responses radrenaline , that was mediated through the interaction
vanilloid VR1 receptors, whose responses are mediated by the release of calcitonin gene related peptide.The dndncieal]
relaxations were potentiated after letegm inhibition of the nitd oxide synthesis, suggesting a possible compensatory ro
endocannabinoids in the vascular function.Relaxations induced by anandamide were higher in mesenteric beds fr
compared to male rats , as well as in a model of septic shock causedfmlyisaccharide administration. Higher response|
anandamide were linked to the overexpression of vanilloid VR1 receptors, that was constitutive in the case of fendl
inducible in the case of septic shock . Anandamide also caused a ceneakddn blood pressure through the activation of
and CB1 receptors. This central effect was potentiated by endogenous lipidic compounds present in the brain
palmitoylethanolamide. It is concluded that the pharmacological manipulation ofideeagnabinoid system may offer no
therapeutic approaches in a variety of cardiovascular dissorders.
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MELATONIN AT ITS FIFTY ANNIVERSARY

Cardinali D.P.

Dep. de Fisiologia, Fac. Medicina, Univ. Buenos Aik&eb sitewww.danielcardinali.medem.com

It has been a great privilege to witness how the perception of melatonin has evolved since the early 1970s, from a
moleculein search of a function to the prototype of the new family of therapeutically valuable, chrandhigs. The
entrance of melatonin into canonical endocrinology of receptors was anticipated by kinetics studies efitploying
melatonin in the early 1970s [Cardinali et al., Neuroendocrinology 12;30; 1973]. The administration to rats of
nonlabeled melatonibefore the intracisternal injection #f-melatonin decreased hypothalamic and brain melatonin
uptake. The first experiments on brain melatonin receptor sites were carried out in the late 1970s by eliploying
melatonin as a ligandresumptive melatonin acceptor sites were identified in membranes of bovine hypothalamus and
cerebral and cerebellar cortexes [Cardinali et al., Endocrinology 105: 437, W&#8hbrane binding sitesere

maximally concentrated at late evening in rat anddtanbrains [Vacas and Cardinali, Neurosci Lett 15: 259, 1979].
Pineal denervation, or continuous exposure to ligitortedly eliminated the mornirgyening differences itH-

melatonin binding sites. The introduction of thg"21]-iodomelatonin analofakkuri et al., Anal. Biochem. 142:284,
1984] heralded a new era in the melatonin receptor field. By using this radioactive probe, melatonin binding was
detected in several brain areas as well as in peripheral organs and eventually this versatikoligeththa cloning of

the MT; and MT, melatonin receptors, a major achievement in the field [Reppert et al. FEBS. Lett. 386:219; 1996].
Eventually all this effort leads to the development of several melatonin analogs with very important therapeutic effects
in human and veterinary medicine.
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POSSIBLE THERAPEUTIC TARGETS TO MODULATE THE IMMUNE RESPONSE

Chuluyan E.

Pharmacology Department, Chair Ill, Faculty of Medicine, University of Buenos Aezaguay 155 9floor, Ciudad de
Buenos Aires, Argentina (C1121ABG).

echuluyan@fmed.uba.ar

Advances in molecal technology have facilitated identification of novel therapeutic targets including cell subsets, cytoki
other molecules. Several new therapeutic agents are ploeis ed drugs termed O6biolog

adalimumab, etanercgptlL-1 (anakinra), 16 (Tocilizumab), CD20 (rituximab), CTLA/lg (abatacept) CD4 (keliximab),
ICAM-1 (alefacept), among others. Evidence about the benefits of these drugs is accumulating. However, they dreeaot ri
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IMMUNE RESPONSES IN PARASITIC INFECTIONS

Dr Douglas Jones, Moredun Research Institute, Edinburgh, Scotland, UK

A characteristic feature of the inflammatory immune response to both @mdectoparasitic infections is the development
of tissue eosinophilia. The conventionalwibas been that eosinophils act as protective effector cells which kill and remove
invading parasites. However, there is becoming increasingly apparent that, in many situations, eosinophils haveditigeor
on parasite viability. Moreover, in nggarasitic inflammatory eosinophilic conditions such as asthma, there is now compelli
evidence that the associated lung pathology is a direct result of eosimauligited tissue damage. Our current hypothesis is|
parasites, such as endoparasitic ates and ectoparasitic mites, may directly influence eosinophil recruitment and metakl
in order to facilitate their own establishment and survival. Thus, eosirmghlilated mucosal damage could provide a permisg
local microenvironment for gut neatodes, whilst serous exudates from the epsiif-rich skin lesions associated with mite
infestations appear to provide a primary nutrient source for the parasites.

The research described in this paper has provided support for this contention by detiadinstrating that extracts from parasi
(but not free living) nematodes, aRdoroptes spmites contained factors which were potently chemokinetic for eosionaphilg
vitro. Furtherin vitro studies suggest that this biological activity is dueattidrs which are actively secreted by the live
organisms. Subsequent purification and examination of the physicochemical and mass spectrometric properties has cha
them as a component of a mixture of galetitie molecules produced by the parasitNematodspecific galectins 1 & 2 have
been identified as major constituents of this mixture but neither of these possess chemokinetic activity. Work is now docy
identifying parasitic analogues of mammalian gale®timhich is a known eosinopplthemokine. In addition, also like galectin
9, the parasitelerived factors inhibit pharmacologicailyduced eosinophil apoptosis. Ultimately, the aim will badsess the
impact ofparasitederived galectinin vivoandexplore the possibility of Utsing parasite galectins as vaccine candidates and
immunothereapeutic targets.
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UPDATE CONCEPTS ON TREATMENT OF RHEUMATOID ARTHRITIS

Scublinsky Dario.

Pharmacology Department, Chair I, Faculty of Medicine, University of Buenos Aires.

Paraguay 155 15 P, Buenos Aires City, Argentina (C1121ABG).

dscublinsky@fmed.uba.ar

In the last years, thsignificantimprovementof knowledge about theytokine network mad@ossible to understand better t
physiopathology of many autoimmune diseases as Rdweignarthritis (RA). Since the first treatments, therapeutics
addressed to add drugs or replace the older ones but a new way of thinking the disease changed the concepts of m
mortality and overturned the natural evolution of RA. The disppof new target molecules made possible to develop new
that improve the disease activity, disabilities and prognosis of RA. Three first line and two second line treatments
available in Argentina where the experience with these drugsreasingly relevant.
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STATINS AND DIABETES: EFFECTS OF ATORVASTATIN IN PANCREATIC REGENERATION.

Arany, E.; Weese, K. and Hill, D.J.

Lawson Research Institute, University of Western Ontario, London, Canada.
268 Grosvenor St. Room 44, N6A 4V2

earany@lti.sjhc.london.on.ca

Several studies demonstrated a novel function for statins. In addition to their cholesterol lowering properties, they
angiogenesis and-endothelialization by inducing the mobilization and differentiation of EPCsofkalial progenitor cellsin

vivo andin vitro. It had been shown that patients treated with statins had a better recovery after Ml (myocardial infarcti
improved regeneration in the area of injury by stimulating angiogenesis and allowing Efe@stigtion into cardiomyogeni
cells.

Our laboratory is interested in the mechanisms by which type 2 diabetes develops. Many patients with diabetes

cholesterol and are medicated with statins therefore we thought that this would be a godd medsligate the impact of statir
on pancreatic regeneration. In diabetes there is period of beta cell plasticity, where beta cell mass can be recavemolldg
allow an appropriate niche to maintain the beta cell mass. Many potential mechéaige been proposed to be involved
determining beta cell mass such as replication cegigting cells, appearance of new begdls from potential precursor cells
by transdifferentiation of mature cells from the islets, the ducts or the exotissige. All these potential mechanisms requi
rich microvascular environment which provides the inductive signals needed for recovery. EPCs are known to mature
which will signal to the pancreas through VEGF in order for the vasculaturgplyshe metabolic stimulus for growth. O
hypothesis was that statins will recruit endothelial progenitor cells (EPC), which readily home to sites of injury andrikilite
to new blood vessel formation and deliver appropriate signals for beteegefieration. The model that we used to examine
role of Atorvastatin (AT) was the well known streptozotocin (STiduced beta cell injury. We used two different dose
statins in order to determine which dose was the most effective. We trieatanimals for three weeks during the last wee
gestation and the first two weeks of postnatal life. The offspring were studied to determine the effects of the s&iid
injury in the pancreas. The 20 mg/kg AT dose showed an increased betas=lh the nimals treated with STZ at postnatal
44. These animals also showed improved glucose tolerance at this time. We found that the treatmertangbdi\@n increas
in islet endothelial cells (EC) which may be indicative of an increa&{, as well as neovascularization. It also affected
growth and regeneration of beta cell mass both during normal development and during reger@uafiodings suggest that A]
is involved in beta cell regeneration and suggest that may havetiggeffiect on the maintainance of beta cell mass in pati
with diabetes.
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P-GLYCOPROTEIN INTESTINAL ACTIVITY AND THE VARIABILITY IN THE ORAL
BIOAVAILABILITY
Modesto C. Rubio y Guillermo Bramuglia
(Instituto de Investigaciones Farmaagikas UBACONICET)

mcr@ffyb.uba.ar
In mammalians, the ATBinding cassette (ABC) superfamily wasf described as responsible for thaltidrug
resistance phenotype. Nowadays, these biological pumps have been identified as having a major theact
pharmacological behavior of most drugs in.UsBC transporters are present in all cells of all organisms and use the
energy of ATP binding/hydrolysis to transport substrates across cell membraadsst member describednd by now
the most stdied,wasP glycoprotein (Ryp), codified in theABCB1 gene whichreceived its name due to its effect in
reducing plasmatic membrane drug permeabilitye most striking property of-§p is its ability to transport an
incredibly diverse range of compounahich do not share obvious structural characteridéap has been involved in
relevant clinicadrug transport such as antibiotics, antimalarians, analgesics, antiretraVisatmtherapeutic drugs, and
also fluorescent dyehis efflux pump has a lduitous expression in tissues including intestine, liver, kidney, blood
brain barrier, placenta and cells from the hematological compartRgptis expressed and a& human peripheral
blood lymphocytesin our work, we investigated-§p activity in lynphocytes of healthy volunteefhe variability
observed in the population studied was important, with some volunteers with ves at@rity and some with a
fourfold higheractivity. The analysis of Ryp activity distribution showed a bimodal madanding no relationship
between thasubjects” agand RPgp activity. Hereinresults of our laboratory showed an inverse correlation betwegn P
lymphocytic activity andhe bioavailability of an oralnidinavir formulation
Twenty-one ambulatory pediatrgatientsHIV infected receiving indinavir plus ritonavir were included, in which
indinavir plasma levels were determined, as well as MDR1 genotypes on exon 26 (CBH3&TDf.the 21 patients
initially receiving 250 mg/rhyielded trough levels below 0.1@/ml, (median: 0.21, range: 00431 ug/ml). When the
dosage was increased to 400 nfgitndinavir plus 100 mg/Rritonavir every 12 hours, all, except one patient, achieved
levels above 0.10giml. The pharmacokinetic analysis showed higher volume of distribution (V/F) median values related
to C/C genotype in comparison with C/T or T/T genotypes. These results may be explained by an inabsqpjgten
of the drug, related with lower plasrimalinavir levels in those patients carrying the C/C genotype in exon 26.
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PATHWAYS OF INTESTINAL BIOTRANSFORMATION AND DRUG EXCRETION IN DOMESTIC
ANIMALS

Virkel, G.

Laboratorio de Farmacologia, Facultad de Ciencias Veterinarias, UNCPBA, (7000) Baadibs Aires, ARGENTINA.
CONICET (ARGENTINA)gvirkel@vet.unicen.edu.ar

Livestock animals are exposed to a variety of xenobiotics during their production cycles. These compounds are lik
metabolized by different enzymatic systems from both hepaiicextrahepatic tissues. As a result of these enzyme reac
(biotransformations), thenetabolic product igienerally less lipophilic and more polar (hydrophilic). Generafig,metabolites
formed are readily eliminatdaly normal excretion routes. Matolism may also give rise to the formation of toxic metabolite
addition, the metabolic activity of xenobiotic metabolizing enzymes play a major role in determining the persist
therapeutically or illegally used compounddiuwestock which mayadditionally impose a risk to the consumers as a consequ
of the permanence of drug residue levels in edible tistiretoubtedly, xenobiotic biotransformation takes place predominan
the liver, although metabolic activity is apparent in eRegatic tissues such as the intestinal mucd$as tissueconstitutes an
absorptive barrier in the uptake of toxic compounds or orally admiagsidrugs. In addition, it also has the ability to metaboli
great number of xenobiotics by both phase 1 (oxidative, reductive and/or hydrolytic) and phase 2 (conjugative) litsactiels
known thatthe bioavailability of an enterally administedledrug can be reduced by both intestinal and hegatt pass
metabolism Besides both tissueplay a role in protecting the organism from toxic compou@ysochrome P450 (CYP) 3A4 i
the major isoenzyme involved in the biotransformation of many xeticdiin the small intestinal mucosa humansand largely
contributes to the first pass metabolismnadny drugs (i.e.midazolamand cyclosporing. In addition the transport protein P
glycoprotein (Pgp) limits the absorption of xenobiotics but alsmilved in their active intestinal secretidhgp is located within the
brush border on the apical (luminal) surface of the enterocytes and is able to extrude a broadoangmiotisMoreover, it has bee
shown that both CYP 3A4 anddp act coordinzly as an absorption barrier for enteral administered diiigst of thepublished
investigations on the intestinal metabolism and excreaiforenobiotics have been carried out in laboratory animals andAna
overview of the available information onetlrelevance of xenobiotic metabolizing enzymes and transport proteins in live
species is presented heTée activity and expression of several phase 1 and phase 2 drug metabolizing enzymes was charg
the small intestine of sheep and catlier example, mrosomal preparations obtained from both sheep atite csmall intestine
showed CYP2C, 2B, 3A activities and FM@ediated oxidative metabolisrintestinal microsomes obtained from these spe
were also able to conjugatenaphthol (a glauronosyltransferase probe) andlaro,2,4dinitrobenzenda glutathione transferag
substrate). The transport proteirgp may be involved in the intestinal secretion of ivermectin (an endectocide antiparasiti
in ruminant species. Future reseaefforts should be directed to establish the relevance of the intestinal biotransformati
excretion pathways in domestic animals.
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ALTERED LOCALIZATION OF CANALICULAR TRANSPORTERS AS AN OVEL COMPONENT
IN CHOLESTASIS.

MOTTINO, A., CROCENZI, F., SA NCHEZ POZZI, E. and ROMA M.

Instituto de Fisiologia Experimental. CONICEINR. Facultad de Ciencias Bioquimicas y Farmacéuticas, Rosario,
Argentina.

E-mail: amottino@unr.edu.ar

Bile flow formation is dependenipon normal localization and function afd major canaliculaATP-dependenéxport pumps:
Bile salt export pump (Bsep) and Multidrug resistaassociated protein 2 (Mrp2). Thésansport bile salts and glutathione
respectively,the-main osmotically active solutes secreted into the canalicplaceshat account for bile formatiorRecent

evidence in experimental animals indicates that normal localization of these pumps at the canalicular membrane cad b
in cholestasis of differerdtiologies,either obstructive or induced by drugs. Argdhe latter, estradidl7 betaglucuronide (E2

17G), an endogenous derivative of estradiol, was found to induce an acute, reversible, -aiegpelodent decrease of bile flo
in rats, which is accompanied by internalization of Bsep and Mrp2 from théatdaamembrane to an intracellular, subapiq
domain. This process affects their transport activity, and is microtitégendent and partially mediated by activation
calciumdependent PKC isoforms. Indeed,-E2G promotes translocation of PKC alplame of most relevant calcium
dependent PKCs, from the cytosol of the hepatocyte to intracellular or plasma membranes, thus increasing its phosp
activity. The targets for PKC mediated phosphorylation are still unknown, but could be the trassperteselves, tightinction

structures or membrane anchoring proteins involved in retention of Bsep or Mrp2 at its normal localization in the cana
Sustained administration of EZG additionally produces midscalization of Mrp2 to the basolas# membrane of the
hepatocyte and alteration of the normal pattern of localization of the tight junction proteins zonnula occludens 1 and

This finding correlates well with an opening of the paracellular route, a phenomenon also associateolesithsts. Bsep andg
Mrp2 were also found to be internalized afteute treatment of rats with the cholestatic bile salt taurolithocholic acid, as w
under cholestatic conditions induced by oxidative stress in the hepatocyte. Very remddtyncehas been providethat

cholestasis in humans is also associated with-locsgization of canalicular transporters. For example, Mrp2 was found t
internalized in humarcholestaticliver diseases, such as drimgluced liver injury, obstructive jaundicerimary sclerosing
cholangitis and autoimmune hepatitiBhus, misslocalization of canalicular transportecenstitutes a novel mechanism (
relevance to explailiver secretonydysfunction in experimentaindhuman cholestatic disease
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TRANSPORT OF BILIRUBIN, DRUGS AND GLUCOSE IN THE BLOOD -BRAIN BARRIER:
INTERACTIONS AND THERAPEUTIC IMPLICATIONS

Kapitulnik , J. andSassonS.

School of Pharmacy, Faculty of Medicine, The Hebrew University of Jerusel@Box 12065, Jerusalem 91120, Israe
E-mail: jaimek@savion.huji.ac.il

The blood brain barrier (BBB) is a physical and functional barrier that prevents the entrance of many drugs and chem
brain cells regardless of their molecular size. Camiediated transport systems in the BBBat are active in efflux of drugs
include the Rylycoprotein pump (Pgp/MDR1/ABCB1) and n®gp multidrugresistance proteins (MRPs). The hunMbDR1-

Pgp is located at the luminal site of BBB endothelial cells. It is an amphipatic cationic efflux pachfimats the influx and
diffusion of many drugs and chemicals, thus protecting the brain from the toxic effects of high concentrations of theselsa
Very importantly, Pgp handles also the efflux of endogenous compounds, as is the case with @R)bia neurotoxic
catabolite of heme. Thus, BRrug competition for the Pgp in the BBB may affect the entrance of both BR and drugs i
brain. Since Pgp is expressed only after birth, newborn infants are very sensitive to this endogenous netniotogan diffuse
into the brain and precipitate in discrete areas such as the basal ganglia (kernicterus). Pgp can have a pronounced ihél(
pharmacodynamic effects of drugs in the brain. Many @iit&e drugs are Pgp substrates (e.g., morppimenytoin, antbrain
cancer drugs, antilV agents, etc.), and consequently inhibition of Pgp at the BBB increases the therapeutic effects of the
by increasing their concentrations in the brain. Howewerjivo drud drug interactions at the BBBgp can also lead to sig
effects (e.g., for diltiazem and tacrolimus) and even to CNS toxicity MRIgs are norPgp, amphipatic anion efflux pumps th
can also transport cations and neutral compounds (cotransported with GSH). Several of the identifieds of the MRP family
are expressed at the BBB.

Diabetes causes changesBBB transport which may affeairug and glucosedelivery to the brain. Gucose transporter
(GLUT1) is themajortransporteresponsible for thentry of glucose into the braiWe have recently examined the effect of |
on the regulation of GLUTinediated glucose transport in vascular endothelial ¢¢BE). BR significantly augmentethe rae

of glucose transport, GLUTexpressionand plasma membrane localizatiohGLUT1 in these cells. BRilso reversed the hig
glucoseinduced dowrregulation ofthe glucose transport system in VEC. Pathological concentrations of BR in the vg
compartment (jaundice) mafusinfluence the cellular handlingf glucose in diabetencluding its delivery to the brain
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HALF CENTURY OF FREE RADICAL RESEARCH IN BIOLOGICAL SYSTEMS
Alberto Boveris
Instituto de Biologia de Radicales Libres, Facultad de Farmacia y Bioguimica, Universidad de Buena@bAiress @ffyb.uba.

Organic free radical chemistry was we#veloped by 1954 when Gerschman postulated that oxygen free radicals were re|
the molecular mechanism of oxygen toxicity. The discovery of superoxide dismutase (1969) and the recognition that
produce superoxide radical {iand hylrogen peroxide (¥D,) in physiological conditions (1972976) opened the way {
knowledge on free radical and hydroperoxide metabolism. The observation of a mitochondrial production of nitric oxig
specialized mtNOS, increased the interesfrée radical metabolism in biological systems. The current view is that oxid
nitrosative stresses are common cellular phenomena that lead to apoptosis, autophagia and necrosis and that su
involved in a series of pathological artinical situations.
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RENAL SODIUM HANDLING IN ESSENTIAL HYPERTENSION.
Ramirez, Agustin J. MD, PhD, Sanchez, Ramiro A. MD, PhD

Seccion Hipertensién Arterial y Unidad Metabdlica, Fundacion Favaloro
Belgrano 1782 P: 4 (C1093AAS) Buenos Aires, Aligan
aramirez@favaloro.edu.ar

Non-modulators (NM), are a subset of essential hypertensives with strong family history of hypertendio¥)4
characterized by high renin values, failure to increase the effective renal plasma flow (ERPF) and adgqreite
Na in response to high Na intake®ilfams GH, Hollenberg NKHypertension1991,17 (Suppl 1): 81-85). We have shown thg
these individuals are also sodium sensitive in as much that they respond to Na load with a BP iparease ¢t al
Hypertensior2003,41: 919924). This altered renal hemodynamic response to Na load is explained by either a log
activity of angiotensin Il (All) or an altered All receptor sensitiviiodre T et alCirc Res1977,41: 167). In addition, it
has ber shown that noimodulationis also associated with development of early cardiovasalitaations such a
endothelial dysfunction and microalbuminurigar{chez R et alHypertension 2003, 41: 919924). Furthermore, nor
modulators show a high prevalendersulin resistance Gaboury CL et al.: Am J Hypertens 19%5:870-875) and since the
intrarenal effects of Ang Il are modulated by NO, it was proposed that an imbalance may induce a spec
dysfunction and salt sensitivity and renal endotheljafunction. Although the mechanism by which Angiotensi
causes production of superoxide has not been entirely elucidated it is known that the infusion of Ang Il i
NADPH oxidase activity via PKC mechanisms. In hypertensive patients, indepefidieateffects ofalton blood
pressure, at sensitivitymay be a marker for susceptibility to cardiovascafat renovascular injuryBigazzi R et al.:
Hypertension 1994, 23: 195199). Similarly insulin resistance and diabetes are strong cardiovascighr factors
characterized by increased prevalenfdeypertensionsaltsensitivity and decreased EDRediatedy NO.

We will provide further evidencies supporting the idea that thismodulating salt sensitive hypertensives hav¢
renal reduced actity of the kininkallikrein system that favours an increased All activity. This leads to an incre
in the intrarenal oxidative stress with the consequent decrease in NO bioavailability. Basic and clinical resead
will be shown to support these dencies.
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PARKINSON’S DISEASE: PRESENT AND FUTURE CHALLENGES
Gomez Arévalo, G.

Instituto de Neurociencias, Fundaciéon Favaloro

Solis 416, Capital Federal, ArgentinaE-mail: gonzalo.gomezarevalo@gmail.c

Diagnosing Parkinsors” disease as early as possible is one of the major challenges we are presently fg
evidences strongly indicate that early medical intervention significantly changes the prognosis and cours
disease. Detecting subtle clinical changes, idangifat risk populations through genetic testing, and using moq
functional imaging techniques in combination are some of the approaches we are implementing. Results fro
clinical trials, using conventional or novel designs are highly suggestihe piesence of disease modifying effeq
whenever medical intervention was done early. Claims about neuroprotection have been made based
results. However, the scientific community remains skeptical and is requiring more objective and st
indicators to substantiate such a claim. It has been suggested that the positive clinical outcomes of early int
do not necessarily mean that the drug in question is exerting true neuroprotective effects but allowing for
benign course of thdisease through compensatory mechanisms.

Another major therapeutic hurdle that we are presently trying to overcome is how to manage or prevent th¢
motor and non motor symptoms that plague the latter stages of the disease in association wigite¢ha kide
effects of medication. Gait and balance disturbances, deglutition and speech disorders, cognitive char
dementia, together with motor fluctuations, dyskinesia, impulse control disorders and psychosis are exampl
problems for whictwe have no definitive solution at present.

The development of novel pharmacological targets for intervention aside from the dopaminergic system h
one way of tackling these problems. However, the results obtained so far with this approach hay
disappointing.

The ultimate challenge in aifidn to prevention, neuroprotection, disease modification and compensation
development of pharmacological tools that can effectively afford a measure of restoration to the di
nigrostriatal and associated circuits. Cell based therapies, aaticgamanipulations with the help of novel deliver
techniques are some of the avenues that are presently being explored. Unfortunately a substantial number
and roadblocks have to be overcome before these therapies come of age.
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UPDATE OF PHARMACOLOGY AND THERAPEUTICS IN ADDICTION
Eduardo Kalina

Brain Center, Buenos Aires

The pharmacol ogi cal treatments of addictions ar
treat ment model so. T h mmate fomtbedpathotbogy afraddictiors.el wilndissuss redepd
aspects of this topic using for this purpose several clinical examples
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Na+/H+ EXCHANGER-1 INHIBITORS (NHE -1;y)
DECREASE MYOCARDIAL SUPEROXIDE
PRODUCTION BY A DIRECT MITOCHONDRIAL
ACTION

Garciarena C., Caldiz C., Correa V., Schinella G., Mosca S
Chiappe de Cingolani G., Cingolani H., Ennis I.

Centro de Investigaciones Cardiovasculares, Facultad
Ciencias Méttas, Universidad Nacional de La Plata. 60y 1
La Plata, Argentina.

E-mail: cgarciarena@atlas.med.unlp.edu.ar

A direct mitochondrial action of NHH,;,, decreasing reactiv
oxygen species (ROS) production was explored in cat ca
slices. Angiotensinllinduced after 30 min a NADPH oxidag
(NOX)-dependent increase in,@roduction (50+9; apocynin:
8+17) that was prevented by three different NHf without
scavenger activity: cariporide (Car: 7+6), BIIB723 (6£14) &
EMD87580 (2+12). The source ofhe NOXdependent ©
released seemed to be the mitochondria since it was blunt
the mitochondrial Krp channel (mirp) blockers 5HD (3+14
and glibenclamide-21+5), by inhibition of complex | of thg
electron transport chain with rotenonelq+24) and the
mitochondrial permeability transition pore by cyclosporin
(CsA, -949). Car also prevented,(roduction induced by th
opening of mkr with diazoxide (53+9; Car 12+6) an
decreased CG& inducedmitochondrial swelling by 37+3%
similarly to CsA (414) and bongkrekic acid (34+2). Ang- |
increased @ induced ERK1/2 and p8&8¢ phosphorylation
(315£7% and 173+11%), and this was also prevented by
(116£25% and 111+13%). These data support a d
mitochondrial action of NHH,,, preventing ROS release th
may explain their beneficial effect in cardiac hypertrophy

faillira and in iecchamialranarfiicinn iniiins
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SERUM INTERLEUKIN -6 AND TUMOR
NECROSIS FACTOR-ALPHA LEVELS AFTER
ROSUVASTASTINA THERAPY IN PATIENTS
WITH ACUTE CO RONARY SYNDROME

Brizuela N ., Heredia D., Demurtas S.

Departamento  de Farmacologia, Facultad de Cieng
Médicas,

Universidad Nacional de Cérdoba. Santa Rosa 1085, 5000
Cérdoba, ARGENTINAE-mail: nilda.brizuela@gmail.com

The purpose of this study was evaluate the aninflammatory
effect and the effect on the lipids profile of Rosuvastatin
patients with acute myocardial infarction.

Aims: in patients with acute myocardial infarction treated v
Rosuvastatin. -ITo determine the variation of the inflammatg
markers: TNF-U and IL-1 values. 2 To quantified LDl
cholesterol.

Material and Methods: plasma samples were obtained fro
patents admitted at the cardiac coronary unit with ag
myocardial infarction and during the following 4 weeks
treatment with 10 mg of Rosuvastatina. The results V|
compared with a "control group” without the treatment of
statin Patients who had reviously received treatment wit
statins ere excluded.

The use of rosuvastatin resulted in significaRt { 0.001)
reductions for: LDLcholesterol (39.9% versus 4.4%), TNF
(21.4% versus 2.9%), L (16.4% versus 2.7%).

Thus, statiinduced inhibition ofinflammatory markers may
play an important role in the markers pharmacological
clinical effects of statins seen in cardiovascular diseases.
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ERYTHROPOIETIN CY TOPROTECTIVE EFFECT
AGAINST DOXORUBICIN MYOCARDIAL

INJURY IN MICE.

Reyes M., Stemberg E., Stoyanoff T., Todaro J., Ruiz Dia
D., Aguirre M., Brandan N.

Catedra de Bioquimica. Facultad de Medicina. UNNE. Mor|
1240 (3400) Corrienteg&-mail:nbrandan@med.unne.edu.ar

Doxorubicin (DOX) is a potent chemotherapeutic dgq
associated with severe cardiotoxicity. Erythropoeitin (EPO)
been shown to exhibit several nbamatopoietic propertie
including tissue protective effects.

In order to evaluate the potential cytoprotective effe€tEPO
on murine myocardium,adiomyopathy was induced in ady
female CFl mice by a single intraperitoneal injection
doxorubicine (15 mg/kg). Control group was treated with sal
EPO (5000 U/kg) was administered simultaneously and 15
postDOX administration in two mice grosp(early and late
regimens).

Ultrastructural myocardial features scanning electron
microscopy, SEM) upon DOX eve correlated with HHalpha,
EpoR, Fas and Bax expressions (western blotting). SEM sty
showed that DOX induced myocardial degenerath@nges in g
time dependant manner. DOX (15 D) caused an overexpre
of HIF-U and a d e eRlevass withoatfchargésa
Fas and Baxexpressions. Only the early regimen of E
administration was associated with a significant myocar
protectve effect.Bax and Fasnvariable levels suggested th
apoptotic pathways are not involved in Da@Xuced
cardiotoxicity.
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OAT5 AND NADC1 URINARY EXCRETION IN
ISCHEMIC ACUTE RENAL FAILURE (iIARF).

Di Giusto G., Torres A.M.

Area Farmacologi. Facultad de Cs. Bioquimicas
Farmacéuticas. UNR. CONICET. E-mail:
giseladg@hotmail.com.

Theurinary abundance of th@ganic anion transporter 5 (Oat
and the sodiundicarboxylate cotransporter 1 (NaDCtjas
studied in male Wistar rats with iIARFARF was induced by
occlusion of both renal pedicles for 0 (S), 5 (155, (115), 30
(130) or 60 (160) minfollowed by 60 min of reperfusion. Th¢
abundance of0at5 (%) and NaDC1(%) was evaluated by
Western blottingand related to urinarycreatinine levels
Urinary Alkaline phosphatase activity (AmUI/mg Creatining
and plasma creatinine levels (Crp, mg/L) were determiDath
were analysed with ANOV/Aplus NewmanKeuls P<0.05 [a]

vs S, [b] vsI5, [c] vsI15, [d] vsI30.

(n) S(6) | 15(4) | 115(4) | 130(4) 160(4)
Crp  14.9+0.3 |5.5+0.6|6.040.6 |8-0+0.9° 9g+1 32bc
Oats (1005 |138+6°|142+72|166£13% 161+12°
NaDC1 (10046 | 113+5 | 112+7 | 126+12| 165+172Pcd
AP 350+53 | 312+11| 29949 | 463+50|847+163*PC

An increasef Oat5 and NaDClrinary excretion wasbserved
in 160 as well as alterations of other widely used paramete
renal dysfunction AP, Crp. Oat5 excretion was the on
parameter that showed a premature increase since grou
This is the first report for Oat5 and NaDC1 detection in uri
These rest suggest that urinary excretion of Oat5 might be
earlvbiomarker of iARF
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EVALUATION OF THE BINDING SITE OF THE
99mTc DURING THE LABELING OF THE RED
BLOOD CELLS.

Collia N, Arnoldi S?, Kaliski MA 1, Merelli A2, Salgueiro
MJ?, Lazarowski A%, Zubillaga A®

!Laboratorio de Radioisétopos, FFyB, UB&pto. Bioquimica
ClinicaHe mat ol og? a, Hospital (
Martz2no, RJ&nyi B56 PR) B1A3 CABA, Argentina
E-mail: ncollia@ffyb.uba.ar

For many years it has been postulated tha labeling of red
blood cells (RBC) with 99mTc depends on the binding of |
radioisotope to the beta chain of the globin. Objective: To st
the binding site of the 99mTc during the labeling of the RE
Materials and methods: The samples with citreas
anticoagulant were labeled by the in vitro method and
biological labeling efficiency (BLE) was determined. The RE
were lysed and the samples were centrifuged to sepa
membranes and hemolysate. Activity was measured in |
fractions. Hemoglobir{Hb) and globin chains electrophores
were made with the hemolysate to determine the site of bin
of 99mTc. Results: Preliminary results show a BLE higher tf
98%. The membranes and the hemolysates of the F
presented the same activity distributi@pproximately 50% in
each fraction). The_99mTc labeling on Hb fraction w
observed for Hb A [@b2) and HbA2 (Ru2). Conclusions:
During the labeling of RBC with 99mTc, the radioisotope w
incorporated not only to the Hb but also to the membrang
will be useful to analyze to which component of the membr
was bound the 99mTc. The activity in the Hb was distributec
both Hb (A and A2) and the loicBon of the label in the Hin
 and/ord chain) will be evaluated.
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ENHANCEMENT OF IMMUNOLOGICAL
ACTIVITY OF CPG -ODN VEHICULIZED IN
LYOTROPIC LIQUID CRYSTAL CARRIERS

Maletto B.(1), Alemandi D.A.(2), Mor6n G.(1), Pistoresi
Palencia M.C.(1), Palma S.D (2).Dep. de Bioquhica
ClinicaCIBICI (1), Dep. de Farmacia (2), Fade Ciencias
Quimicas, U.N.C Cdad. Universitaria, 5016 Cordoba,
Argentina. CONICEBdpalma@fcq.unc.edu.ar

CpG-ODN (oligonucleotides containing unmethylated CpG
particular base context) is mew adjuant for vaccines tha
unfortunately has shown redudeidavailability owed mainly tq
lack of chemical stability. In this work, we evaluated
adjuvant capacity of Cp@DN incorporated into lamelld
mesophases of lyotropic liquid crystals (coagels). Fuat,{
BALB/c mices were immunized (s.c.) three times during fiftg
days (schedule: 0, 7 and 15) with a protein antigen (OVA
ug/mice/dose) plus CpGDN (50ug/mice/dose) or OVA/CpG|
ODN/coagel. On day 21, we measured specific antibodie
plasma and specificytokines in cell culture supernatan
(ELISA). The measured titles (log10) were:

19G IgG1 1gG2a
OVA/CpG-ODN 3,90,0 3,440,1 2,740,2
OVA/CpG-ODN/coagel 5,1+0,0 4,440,1 3,840,2

The levels of IFNy were higher in animals immunized wit
OVA/CpG-ODN/coagel than in those immunized wit
OVA/CpG-ODN (p<0,005) These results indicate that Cp(Q
ODN intensified the specific immune response wh
administered in coagels.
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MODULATION OF M2 MUSCARINIC
RECEPTOR-RECEPTOR INTERACTION BY IgG
ANTI BODI ES FROM CHAGA
PATIENTS.

Beltrame SP, Auger SR, Bilder CR®, Goin JC.
'CEFYBO-CONICET-UBA, ?Htal. Santojanni, *Fundacién
Favaloro(1121) Buenos Aires, Argentina
juangoin@fmed.uba.ar

In previous reports we showed thatthe M2 muscarinic
acetylcholine receptor (RR) forms constitutive homdimersin
live cells In this work we tested the ability of serum Ig
antibodies against M2Rom chronic Chagaslisease patient
(ChD-1IgG) to modulate M2receptosreceptor interaction by
bioluminescence resonance energy transfer (BRET). HEK
cells cotransfeetd with fusion proteins M2RRLuc and MR-
YFP were exposed to CRIQG or the IgG fraction from armal
subjectgN-IgG) during 60 min at 25°Gnd theBRET between
M2-RLuc and MR-YFP was assessed by luminometghD-
IgG promoted a concentratiatependentncrease irthe BRET
signalreaching anaximumat 50¢& M HBRET, 4=K)§
which was significantly higher than the effect induced big®
(10.#2.9 mBRET, n=5) (p<0.002). Pretreatment
cotransfected cell s with 1
increased energy transfer induced by @B, suggesting tha
the observed effect is not a consequence of receptor activ;
BRET signals obtained by treating cells coexpressing M
RLuc and M3RYFP or M3RRLuc and M2RYFP or M3R
RLuc and M3RYFP with ChDIlgG were not different from tha
induced by NIgG, indicating that the effect of ChQG is
strictly subtypespecific. Our data show that serum Ig
antibodies from ChD patients can enhance M2 recept@ptor
interaction in live cells, defining a new diffartial
pharmacological property for these aWM2R antibodies ag

compared with conventional muscarinic ligands.
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CANCER IMMUNOTHERAPY BASED ON
SALMONELLA  ADMINISTRATION INDUCES
ANTITUMOR EFFECT. ROLE OF

NEUTROPHILS, EFFECTOR AND REGULATORY
T CELLS IN SALMONELLA INDUCED TUMOR
IMMUNITY .

Vendrell A, Gravisaco M.J, Croci M, Mongini C, Waldner C.
CEFYBO, CONICETUBA. Paraguay 2155, P16 (CP 1121).
Buenos AiresE- mail: avendrell@fvet.uba.ar

We have previously demonstrated that a nov&almonella
immunotherapy induced sigificant reduction intumor size
and prolonged survival in mice bearinthe mammary
adenocarcinoma LM3. The aim of this study is to elucidate
immune mechanisms regulated Bgimonellato achieve thig
antitumor response. BALB mice were gbcutaneously
inoculated with LM3 tumor cells. When tumors were palpal
groups of animals were immunized twice with bacteria or P
either intratumoral or in the peritumoral and in the tum
draining lymph nodes (TDLNSs) areAfter 14 daysof the first
immunization, mice were saciéd to study antitumor respon
in TDLNs and tumors. Our results indicate tt@almonella
promotes activation of CD4and CD8 effector T cells
producing IFNo , and reduction of

respet to PBStreated mice (p < 0.05). Moreover, we fou
that neutrophils are the most important cells infiltrat
bacteriainfected tumors, exerting antitumor effect probably
IFN-o andU TN&cretion. In con
that the anticancerhérapeutic properties oBalmonellaare
mediated by induction of both innate and adaptive imm
mechanisms to overcome immune tolerance to tumors.
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CONTRIBUTION OF BALTERGIN TO THE

BACTERICIDAL ACTIVITY EXHIBITED BY

BOTHROPS ALTERNATUSVENOM

Rodriguez J%, Bustillo S}, Gay C!, Leiva L., Acosta O?

! Facultad de Ciencias Exactas y Naturales y Agrimeng
UNNE. Av. Libertad 5400, (3400) Corrientes, Argentina.
e-mail: rodriguezcasco@yahoo.com.ar

2 Facultad de Ciencias Veterinariat/NNE. Sp. Cabral 2139
(3400) Corrientes, Argentina.

We have previously demonstrated the bactericidal activif§.q
alternatus venom against Gram-)( and Gram (+) straing
Baltergin is a metalloproteinase enzyme isolated frBm
alternatusvenom, with an extensive biological toxicity.

In this work, we examined the microbicidal role of baltergin

its contribution to the antimicrobial activity exhibited by t
whole venom again§taphilococusureus(ATCC 25923.

A turbidimetric method vas employed to measure t
bactericidal activity of the enzyme. Inhibitory concentration
(ICsp) was defined as the concentration of toxin needed
reduce the 50% of bacterial growth. To evaluate the contriby
of this toxin, antibodies against bafijer were produced i
rabbits andheutralization was developed using inhibitory ha|
test.

The enzyme showed a high bactericidal activitys{[70 pg/ml)

and the neutralization assay demonstrated that this hemorr|
contributed to 45% of the total adtiv exhibited by the venom.
These results show that baltergin, would bemiarobicidal

proteinemergingas a promising therapeutic alternative to co
with the increasing rates of antibiotic resistance encount
worldwide
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BIOLOGICAL CONTROL OF PAT HOGEN
BACTERIA IN GROUND MEAT by Enterococcus
faecalisCECT7121

Ranno G1SparoM®.,, Ceci M.}, Sanchez Bruni $°.
1-Centro de Estudios Bioquimicos, Tandil Zaboratorio de
Farmacologé, Facultad de Ciencias Veterinarias, UNCPB
(B7000APA)Tandil. Z_ONICET.
email:ssanchez@vet.unicen.edu.ar

The use obiological @ntrollers in meats an interestinghoice
for the control of infectious diseases risk populations. The
ingestion of contaminated semsw ground meat (burgers)
involved on the transmission of pathogens suclkamonella
spp, enterohaemorragic Escherichia coli (ECEH) and
Clostridium perfringens(Cp). The aim of this study was 1
evduate the bactericide efficacy of the biological contro
(BC) E. faecalis CECT7121 against pathogens artificia
inoculated in raw ground meat. A hundred grams of gro
meat were inoculated with 10QUFC/g of S Typhimurium
(STm), ECEH, and Cpwhilst the BC was added at 40FC/g.
Three experiments were undertaken as follo@isidy I: each
pathogen and BC were simultaneously inoculafddy ||, The
BC was inoculate@4 hbefore the inoculation of the pathog
andStudy lll, the pathogen was inoculdtg4 hbefore the BC,
Bacterial counts by the killing curve method were performe
0, 24 h, 48 h 'y 72 h postcubation.Results obtainechiStudy
1, indicatedno viable countperceivedrom 48 h for ECEH and
Cp, and from 72 h for STmThe Studyll hasshownno viable
counts a4 h for ECEH ang48 h for Cp and STniThe Study
I, revelaedno viable counts of all pathogens were found at
h post BC inoculation.E. faecalisCECT7121 showeda fast
bactericide activity against all the pathogens assayeidg it
used as potential biological tool to prevent infectious dise
from semi raw gound meat.
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CIPROFLOXACIN AND CIPROFLOXACIN -
LIDOCAINE SUSTAINED RELEASE
HYDROGELS FOR TOPICAL ADMINISTRATION
Breda, S.; Manzo, R.; Olivera, M*

Departamento de Farmacia, Facultad de Ciencias Quin
Universidad Nacional de Cérdab@iudad Universitaria, 5000
Cordoba, Argentina*meoliver@fcg.unc.edu.jar

The objective was to design hydrogels for the controlled releal
Ciprofloxacin, (CIP, antibiotic) alone or in combination with
Lidocaine, LIDO @nalgesig. A set of hydrogels were prepared frq
partial neutralization of an acidic polyelectrolyte carrier with the b
groups of CIP and LIDO, to achieve the doses commonly indig
for their topical administration. Stability after one sterilization cy|
(autoclave) was determined. The irritation potential was evaly
through Dreize test in rabbit skin. Release (0.9% NaCl solution
rheology 82, 35 and 37°Cwere assayed. The systemiowal
adjusting doses in the hydrogels with final pHs betweenTbey are|
physically and chemically stable after sterilization. The products
regarded as naritant with nontixotropic plastic flow. They behav
as intelligent systems since both drags released upon contact w
biological fluids. Delivery is sustained and at ti3%80 min CIP
concentration is above 3 x CIM (determined for main str|
responsible of skin infections). The formulations could be usef
improve available pharmacothpy for the topical treatment ar
prophylaxis of infections caused by &ensitive isolates such

endometriosis, bloody wounds and/or varicose ulcers. Also
systems can be valid for other fluoroquinolones having the free

group.
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FLUBENDAZOLE AND ALBENDAZOLE

CAPACITY TO ACCUMULATE INTO HYDATID
CYSTS IN MICE

Ceballos, LY?% Elissondo, C.*% Alvarez, L.'2 Sanchez
Bruni, S.>% Denegri, G% Lanusse, C'?

! ab. Farmacologia, FCV, UNCPBAZCONICET; 3Lab.
Zoonosis Parasitarias, FCEyNNMdP.

E-mail: ceballos@vet.unicen.edu.ar

Few chemotherapeutic agents are available for the me
management of hydatid disease. The aim of this work wg
evaluate the plasma pharmacokinetic (PK) behaviour|
albendazole (ABZ) and flubendazole (FLBZ) ahdir ability to
accumulate into hydaticyst of infected mice. BalbC mice (n
88) infected withE. granulosus(eight months of infection
were orally treated with a FLBZ or ABZ solution (5 mg/k
Blood and cysts samples were collected between 0 and
posttreatment and analysed for FLBYBZ/metabolites by
HPLC. FLBZ parent drug was detected in plasma (AUC=1
0.16 e€g.h/ mL) amrd. t8stg. (A}
from treated animals, conversely the ABZ parent drug do
was detected neither in plasma nor cysts of animals treatieg
ABZ solution, instead of that its metabolite albendaz
sulphoxide was the main molecule detected either in plg
(AUC=44+0.42 eg. h/ mL) or + @cly
eg. h/ mL) . The excellent ef
model) may be related witits ability to reach the cyst. |
contrast after ABZ administration, the effect agains hydatid
depend on ABZSO, a metabolite with lower anthelmir
potency and reduced capacity to diffusexligh the cysts wall.
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EFFECT OF pH ON THE ANTIBACT ERIAL
ACTIVITY OF AZITHROMYCIN AND
PENICILLIN AGAINST Staphylococcus. aureus
Moncada Cardenas, A; Marchetti, L; Daniele,
Lambertini, A; Errecalde, J; Mestorino, N.

Cétedra de Farmacologia. Facultad de Cs Veterinari
Universidad Nacional de La PlataCC 296, 1900, L3
Plata.noram@fcv.unlp.edu.ar

M;

S. aureussurvives in acidic media, including phagolysosom
Controversialin vitro/in vivo data exist on its susceptibility t
antibiotics in such environments. The purpose of this study
to evaluate the &ct of the pH variation on the antibacter
activity of azithromycin (AZT) and penicillin (PEN) again
strains of S. aureusisolated of mastitic quartersS. aureus|
strains isolated (N = 10) ar®l aureusATCC 25923 were teste|
by macrodilution methodtepH 7.4, 6.5 and 5.0, in order {
simulate the conditions of acidity of subcellular structures wik
are commonly associated withS. aureus intracellular
persistence. The results at pH 7.4, for both antimicrobials \
consistent with those reported by &L 2007 (AZT MIC:
lpg/mL, PEN MIC: 0.125pg/mL). The AZT MIC wal
approximately 16 times higher at pH 5.0 than at pH 7.4
contrast, lowering the pH over the same range markedly
almost linearly increased the activity of PEN (~20 fold decre
in MIC). The understanding of these contrasting effects of
on the antibacterial activity may prove their potential usefulr,
in the treatment of intracellular pathogens.
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PRENYLATED FLAVONOID 6PP SHOWS DUAL
ACTION: ANTIFUNGAL EFFECT AND

RHODAMINE 6G EFFLUX INHIBITION.

Peralta M.!, Calise M? Ortega Gl Cabrera J.L.}, Diez
R.A% Pérez C?

! Farmacognosi#VBIV, Facultad de Ciencias Quimica
Universidad Nacional de CérdobaFarmacologia, Facultad o
Medicina; °Farmacologia, Facultad de Odontolng
Universidad de Buenos Aires E-mail:
cperez@farmaco.odon.uba.ar

Some compounds of vegetal origin show antimicro
synergism. When2',4'-dihydroxy-5'-(1",1" -dimethylallyl) -
6-prenyl-pinocembrin (6PP, isolated from roots ofDalea
elegany and flucmazole (Flz) were incorporated to t
incubation medium, inhibited the efflux of rhodamine 6G
6G) in Candida albicangesistant to azolesC@R). This strain,
isolated from the oral cavity, was obtained from Dr. T.WH
(University of Washington, Sea#tl EE.UU) and expresse
transporters of CDR1, CDR2 and MDR1 type. Our parame
were for 6PP and Flz respectively, maximum inhibiti
45.46% and 41.42%; apparent 42.95 yM and 107.81 uM
The addition of Flz in culture medium @faR was studied o
thecellular growth (A), Rh 6G efflux (B) and antifungal activi
(C). At concentrations0; 3,2; 6,5 and 13uM of Flz,
respectively, were detected the following % values: 100,
114 and 109, for A (absorbance to 580 nm); 70, 48, 52 an
for B (retentionof fluorescence, 100 in efflux reversion
1,000 pM 6PP). In antifungal activity evaluation (C), 20 n
6PP inhibited fungal growth at 0 (23 mm diameter) 48@M
Flz (13 mm). The results are consistent with the expressiq
constitutive efflux pumpsral a dual action of 6PP: inhibition ¢
azole transporters and antifungal effecGaR
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EVIDENCE FOR A THALAMOCORTICAL
DYSRHYTHMIA IN MICE TREATED WITH
ACUTE COCAINE BINGE.

Bisagno V., Peskin V., Wikinski S.1., Urbano, F.J.
ININFA-UBA-CONICET, Jum 956, 5to. C1113 ,
Buenos Aires, IFIBYNBUBA-CONICET Ciudad
Universitaria, C1428 Buenos Aires E-mail:
vbisagno@ffyb.uba.ar

Cocaine intake might induce brain anomalies with brg
behavioral consequences. Altered thalamocortical dynamicg
in the basisfor several types of both neurological ar
neuropsychiatic diseases, currently grouped under the n
thalamocortical dysrhythmia syndron{@CDs; Llinas et al.,
1999). Abnormal activity of thalamic relay neurons is sugges
to be related to an increaselofv frequency oscillatory activity
due to protracted activation of thetjipe calcium channelg
related to a hyperpolarization due to excess GABAer
inhibition. In our experiments using an acute cocaine bil
protocol (3 X 15mg/kg, i.p. inj.., 1 hour apj, in vivo, EEG

recordings showed a significant incremendefta, theta and

alphaband activity in the experimental group that was partig
reversed after a 24 hour washout period. We measured
enzyme involved in GABA synthesis, GAD, b
immunocyochemistry in thalamic nuclei and parietal corte
No significant differences were found between grou
Preliminary results showed comparable spine density in cori
and thalamic nuclei (using Golgi staining techniques) betw
saline and cocaine tremt mice. Our results suggest that act
cocaine binge induced a transitory TCD. Future experime
will further explore the role of GABA on this phenomenon.

016
OMEGA-3 FATTY ACID POTENTIATION OF
FLUOXETINE AND MIRTAZAPINE

ANTIDEPRESSANT EFFECTS.

Laino, C., Fonseca C.Sterin-Speziale NReinés, A.

Instituto de Investigaciones en Ciencias de la Salud Hun
(ICSHUM)-UNLaR, Departamento de Ciencias Exact
Fisicas y NaturalesUNLaR, Catedra de Biologia, Instituto ¢
Quimica y Fisicoqumica Biologicas, Facultad de Farmacia
BioquimicaUBA e ININFA (CONICET-UBA). Email:
carloslaino2001@yahoo.ca.

Epidemiological studies indicate an association betw
depression and low dietary intake of omé&ygr-3) fatty acids.
However, robust preclilcal characterization ofthe ¥-3
antidepresant effect is still lackingfhe aim of this study was
to examine in rats theantidepressante f f ect <3
supplementation alone as wels in combined chronic
treatmers with antidepressants fluoxetine (FLX) or
mirtazapingMTZ) in the forced swimming tesiVe found that
compar ed t o c 0-3 tsupplémentatione tose
dependentlyincreased behaviors of swimming, indicative

t h e3 antidepressanlike effect. @-administration of FLX {
or 10 mg/kg/day)or MTZ (20 mg/kg/day) and-3 fatty acids
(0.72 g/kg/day) revealed highantidepressant efficacy théime
individual treatments. Biochemical studies showed t
compared to control diety-3 supplementation increase
docosahexaenoic acid (DHA) levels ibrain membranes
without modifying the composition of phospholipithsses. It
can be s ug-8 maytpetahtiate hidegressandrug
actions possibly by increasing the DHA proportion in bra
membrane phospholipids.
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TOPOTECAN VITREOUS LEVELS AFTER
PERIOCULAR OR INTRAVITREOUS INJECTION
Buitrago E*; Hocht C*; Opezzo 3, Fandifio A>, Abramson D,
Chantada G' Bramuglia GF!Catedra de Farmacolog
Facultad de Farmacia y Bioquimica, UBA; Servicite
2Oftalmologia, “HemateOncologia Hospital de PediatrialP
Garrahan Buenos Aires,®Memorial Sloan Kettering Cand
Center, New York
Chemoreduction is now the standard treatment of intraog
retinoblastoma. Topotecan (TPT) is active for retinoblast
and it has good enmetration to the vitreous when give
intravenously. The periocular (PO) or intravitreous (IVT) ro
may be preferable due to its favorable toxicity profile.

PO or IVT TPT was given to each eye to non twimearing
rabbits. Vitreous and plasma samplesevebtained at differen
times. Total and lactone TPT was measured by HRH
Pharmacokinetic models were developed using NONMEM.
After the PO injection of TPT (1 mg) vitreous lactone levelg
the range of 5 to 10 ng/mL were achieved in the vitreous
maintained until 4 hours postdministration. The contralater
eye presented a similar concentration profile. High TPT pla
exposures was observed because of absorption from th
depot,. IVT injection of TPT (0.2 mg and 0.05 mg) achie
higher lactone PT vitreous levels up to 1.5 hours after {
injection (TPT 0.05 mg Cmax: 10.4 ughih5 h: 0.9 ug/ml).
Low TPT plasma levels were observed after IVT injecti
Scleral diffusion of topotecan occurs after PO administratio
a rabbit model reaching aot levels in the vitreous. VT
injection showed higher intravitreous levels with no plag
exposure. Both administration schedules may represen
alternative for retinoblastoma treatment.
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EFFECTS OF ILICIC ALDEHYDE ON GASTRIC
SECRETION IN PYLORUS-LIGATED RATS

Maria A2 Wendel G, Donadel &, Tonn C°, Pelzer L?
Catedras déFarmacologia YQuimica Orgénica, Facultad
Quimica, Bioquimica y Farmacia, Universidad Nacional de
Luis. Chacabuco y Pedernera. (5700) San Luis. Argentinal
mail: alemara@unsl.edu.ar

llicic aldehyde (1A), obtained froriluorensia oolepisprevents
the formation of gastric and duodenal lesions induced
various necrotising agents in rats and mice. The gastroprote
mechanism of IA depends on PG and NO, by the increme
mucus production.

In this study, the effects of IA on gastric sst@n in acute
treatment or at a repetead doses were investigated.

Male Wistar rats were used after 24 hours fasting periog
mid-line incision was performed and the pylorus was liga
After this, IA (40 mg/kg), saline or ranitidine (30 mg/kg) we
adninistered intraduodenally. Four hours after pyloric ligati
the rats were sacrificed, the stomach removed and the g
contents collected and centrifuged. The volume of supern
was measured and the acid concentration estimated by titr
with NaOH 0.1 N. In other experiment, IA was administereq
a dosis of 40 mg/kg for 11 days. Ranitidine inhibit a
secretion and was used as a control (p<0.001). IA increas
values of pH in acute and repeated dose treatments (p<0.0
saline control). ldwever, the values of volume and titrata
acid concentration were not modified by treatment with IA
both cases. In conclusion, the gastroprotective mechanism
does not depend on its inhibitory effect of gastric secretio
rats.

019

STUDY OF THE INTESTINAL TRANSPORT OF
THE ANTI HIV DRUG ZIDOVUDINE

Quevedo M.A., Mariani E., Brifién M.C.

Departamento de Farmacia, Facultad de Ciencias Quin
Universidad Nacional de Cérdob@iudad Universitaria, 5000
Cérdoba, Argentina. nail: alfredog@fcq.unc.edu.ar

Zidovudine (AZT), the first drug approved for the treatment
AIDS, has been reported to induce drug efflux transpg
systems in different tissues. Owexpression of Bp and
multidrug resistance proteins (MRPs) has been reporteidei
immune and central nervous system cells when exposed to
In this work we studied the transport of AZT through rat sn
intestine segments using the everted gut sac techn
evaluating the amount of drug transported, flux and appg
permeabiliy coefficient at different concentrations and timeg
exposure. We observed a constant transport ratio from
mucosal to the serosal side of the segments correspondi
jejunum at all concentrations, while for ileum the ratio v
constant at low concogrations. A decrease in the amount
drug transported with the increase of time exposure

observed at higher concentrations in ileum. Serosal to mu
transport assay evidenced an increase in the ratio of

transported with respect to time at tiglirug concentration
These results allow us to conclude that the expression of &
transporters may occur for AZT in rat small intestine, altho
further assays using inhibitors are needed to identify the sy
involved.
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DURABILITY OF INDUCTION OF RAT
INTESTINAL P -GLYCOPROTEIN (Pgp)

ACTIVITY BY ACETAMINOPHEN (AP) .

Ghanem CI2 Dellicarpini G2, Novak A?, Filia MF 1,
Mottino AD 3, Rubio MC".

(1) ININFA, CONICET-UBA. (2) Cat. de Fisiopatologi
(FFyB). (3) IFISE, CONICETUNR. cghanem@ffyb.uba.ar

A toxic dose of AP induced Pgp expression and activity in
liver and intestine. Repeated dosafs AP dso induced the
expression of §p protein in rat intestinéVe hereevaluate the

effect of repeated AP treatment on intestinal Pgp activity
the pemanenceof the changes registeredaterial and

Methods: Male Wistar rats were injected i.p. for 3 consecut
days with 0.20.3 and 0.6 g/kg bw of AP (APraup) or vehicle
(C group) (n=4). Ryp adivity was determined usingvered

intestinal sacsat 24; 48; 72; 144 and 192 hr after the Ig
injection The last 1&m portion(next to the ileocecal valve
was filled with rhodamine 123 (Rho, 15 uM, serosal side)
incubated in Krebs$lensel@ buffer with or without the Bp

inhibitor verapamil (100 uM, norcosal gie) for 40 min.
Results: Intestinal Pgp activity imol/min/g, meansSD) was
increased at 24 fin AP (38.9+7.1) vs C (20.445.0) and at 48
in AP (38.612.7) vs C (26.4+7.1) (p<0.05). At 72, 144 and

hr there were a significant differences. Verapamihhibited

Rho transport in AP and &t all times tested;onfirming Pgp
participation. Conclusion: induction of Bp by AP at distal
intestineis reversible and retusito basal values within 72h

13
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ASSESSMENT OF NTESTINAL DRUG
TRANSPORT: DEVELOPMENT AND
APPLICATION OF THE USSING CHAMBER
TECHNIQUE

Ballent, M.>Z Lifschitz, A.>% Virkel, G. % Sallovitz, J2,
Maté, L.1? Lanusse, C?

!Lab. Farmacologia, FCV, UNCPBA.CONICET.
Email:mballent@vet.unicen.edu.ar

The role of the transport proteing®/coprotein (Pgp) in the
pharmacokinetics of different drugs used in veterinary medig
has been demonstrated. The goal of the current work wg
develop the Ussing chamber technique to characterize
intestinal P-gp-mediated drug transport in rats and sheep. 7
flat sheets of intestinal mucosa (ileum) were mounted i
Ussing chambers. Digoxin (DGX) (2QM) and Albendazole
sulféxido (ABZSO) (30 uM) were added to mucosal (M) aj
serosal (S) sides. Samples wexkenbetween 30 and 240 min
DGX and ABZSO were analyzed by HPLC. The efflux re
(Per) was calculated. The intestinal transport of DGX a
ABZSO was corroborated. In rats, thg: By was significantly
higher than B u.s for both compounds. The Pgff/Peffy.s

ratio ranged between 1.76 and 2.37 for both drugs, indicatil
transport process to the intestinal lumen. In sheep, the P
w/Peffy_sratio for ABZSO was 1.49. The presence of PSC§
enhanced the efflux M in both species. The Pgff/Peffy.s
ratio decreased to 1.23 (rats) and 1.30 (sheep). The use ¢
Ussing chamber technique is a useful tool to improve
comprehension of the absorption/excretion mechanis
involved in the transport of drugs therapeutically used
veterinary medicine

022

REGULATION BY ESTROGENS OF
MULTIDRUG RESISTANCE -ASSOCIATED
PROTEIN 2 (MRP2) IN CACO-2 CELLS. Arias A.,
Ruiz ML., Villanueva SSM., Pellegrino JM., Catania VA.,
Mottino AD.

IFISE-CONICET, Fac. CsBioqg. y Farm., UNRSuipacha 570,
2000 Rosario, Argentin&-mail: agoarias@yahoo.com.ar

In previous studies we observed that repeated administrati
the synthetic estrogen ethynytiesliol (EE) to rats reduces th
expression of Mrp2n intestine Here,we studiedwhetherEE
treatment affestMRP2 expression in Cae@ colon cancer cel
line. The cells were treated for 48 hs wiEk (5, 30 and 10(
e M, n=3), or solvent ( VNEB
DMEM+10% FBS(medium A) wasused as culture mediuni
EE significanty decreasedVIRP2 expression at00 uM, as
detected by western blotting. In contrast, the sae@ment but
using a modified low estrogen mediunphénol reefree

DMEM+10% charcoaldextran treated FBS) (medium B)
showed asignificant increase inMMRP2 levels by EE (5 and 3(
pM). Messenger RNA levels, quantified by Real Time P(
remain unchanged, indicating pdsinscriptional regulation
To confirm that the presence of natural estrogens in théume
conditions EE response, we further treated cells in mediu
with estradiol (0.5, 5, and 30M, n=3) for 48 hs.The data
indicated increased MRP2 levels by estradiol at 5 andN80
Conclusion: Estrogens composition of the incubation medi
conditions MRP2 expression in Ca2aells. Any extrapolation
to the pharmacological effects of EE on human intestinal M
has to be cautiously done.
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BI-01

R E Y 5E 8YNDROME ENCEPHALOPATHY,
HYPERAMMONEMIA AND ACETYL SALICYLIC
ACID INGESTION.

FernandeZ M.A., Lemberg® A., Romay' S., Perazzd J.C.,
Filinger**E.J.

ICatedra de FisiopatologigCatedra de Farmacia Clinic
Facultad de Farmacia y Bioquimica, U.B.Aunin 956, 1113,

3CONICET, Buenos Aires, Argentina. E-
mail:efilin@ffyb.uba.ar.
Twel ve <cases of Reyeds sy

encephalopathy and hyperammonemia; associated tyl g
salicylic acid (ASA) ingestion. The aim of this retrospect
study was to describe our experience in patients with
associated to the ASA ingestion and the influence
hyperammonemia on Reyeds €
presented moderate hypditubinemia, elevated ALAT and
ASAT with an average of 38205 UI/L and 28%149 UI/L
respectively. Arterial blood ammonia averaged 1¥2143
pumol/L and glycemia 35£17.0 mg/dl. Consideringthat
encephalopathywas the leading syndrome, the influence
ammonia in  brain tissue, the alteration in f{
glutamine/glutamate cycle and glutamate metabolism W
studied The presence of ASA could atease glucose
production and lipid metabolism, increase ketone bo
concentration, and could cause the mitochondrial permeal
transition in astrocytes. In RS, hyperammonemia and per
the increase of glutamate are the principal factors in
mechanism of encephalopathy.

BI-02

THE DISPOSITION OF FREE AND
NIOSOMALLYENTRAPPED RAC-
FLURBIPROFEN IN DAIRY BOVINES.

Confalonieri O*., Soraci A., Denzoin L., Becaluba M*.,
Tapia O.

Area de Clinic&*) , Area de ToxicologiaDpto.
Fisiopatologia, FCWUNCPBA Campus Universitario Paraje
Arroyo seco s/n Tandil, ArgentinaE-mail:
oconfa@vet.unicen.edu.ar

Racemic flurbiprofen (RaEBP) is a powerful nosteroidal
antiinflammatoryanalgesic compound. The distribution of fr
RacFBP in bovines is rapid with a relatively short Ht.
Different studies show that drugosome formulations exhib
a different pharmacokinetic behavior frothat of free drug
molecules. Niosomes of R&BP were prepared in differer
molar concentrations of surfactant/ cholesterol. The-fRgfe
niosome formulation showed a drug loading of 92.0 + 0.9
Twelve clinically normal Agentine Holstein cattle were dividg
into two groups. One group (n=6) received the nioso
preparation (92% entrapment) of RaBP at a dose of 0.
mg/Kg by IV administration. The other group (n=6) receive
RacFBP solution prepared in phosphate bufféd 7.4 and
DMSO at the same IV dose. The HPLC analyses of plg
concentration of RaEBP demonstrated that niosomal e8P
formulation predominated (24 h) over R&BP in solutions (8
h). The niosomal RaEBP increased in the MRT, AU¢; and
t1» values and decreased in the &£lvalue. These results
indicate that the niosomal formulations represent a promi
drugdelivery module in veterinary medicine for molecules t
arerapidly eliminated from the organism.

BI-003

EVALUATION OF DIFFERENT

RADIOPHA RMACEUTICALS FOR THE

LABELING OF RED BLOOD CELLS.

Collia N, Arnoldi S, Kaliski MA %, Leonardi N, Goldman
C?, salgueiro M3, Boccio F, Zubillaga M*,

! aboratorio de Radioisotopos, FFyB, UB%E atedra de Fisica
FFYB, UBA. Junin 956 PB1113 CABA, Argentina. #nail:
ncollia@ffyb.uba.ar

Objective: To evaluate if the wuse of differe
radiopharmaceuticals (Fitate (F), Pyrophosphate (P), Stan
Chloride (SC)) as source of Sn2+ ions for the labeling of
blood cells (RBC) with 99mTc mdiikes the biological labeling
efficiency (BLE) and biodistribution of 99mTRBC in normal
and anemic conditions. Materials and methods: 120 fen
SpragueDawley rats were separated in 2 groups and fed wit
different diets: control (Iron content: 100ppeamd anemic (Iron
content: 18ppm). Both groups were subdivided in 3 groy
where F, P and SC were used as Sn2+ ions source fo
labeling of RBC with 99mTc. The same quantity of Sn2+ iqg
was adminigtredin the 3 groups for the in vivo labeling. In &
cases the BLE and the biodistributimereevaluated at 30 min
and 24 hs. Results: The BLE was higher than 96% in all gro
At 30 minin F and Ppothin the control and anemigroup the
CA% in blood was statistically different from SC. At 24 hs
decrase in blood CA% and an increase in kidney CA% W
observed in all groups compared to 30 min. In all cases
blood CA% was statistically higher for controls than anemi
Conclusions: No differences were observed in BuEn the
biodistribution at 24 hdor any studied group. However th
biodistribution of each radiopharmaceutical skddifferences
between 30 min and 24 hs. In all the cases the anemic ¢
showed a decreasein the blood CA% for each
radiopharmaceutical compared with controls.

BI-04

EFECT OF RUMINAL URE A INFUSIONS ON
ACTIVITY OF LIVER UREA CYCLE ENZYMES
IN WETHERS.

Recavarren, M. and Milano, G.

CONICET. Facultad de Ciencias Veterinarias, UNCPBA,
Campus Universitario, 7000, Tandil, Argentina.
mireca@vet.unicen.edu.ar

In ruminants, diets with asynchronous release of run
available energy and N, increase rumen ammonia concentr
and liver ammonia uptake, and may stimulate the activity
key urea cycle enzymes responsible for ammonia conversig
urea. The objectiveof this experiment was to quantify th
effect of changes in the rate of N release in rumen, thrg
controlled ruminal infusions of urea, on the activity
carbamylphosphate synthetase | (CPS1) and ornith
carbamoyltransferase (OCT), liver weight arded protein,
RNA and DNA content. Eight Corriedale wethers (3641
BW), fitted with permanent catheters in the rumen, were
753 g DM/animal/d of lucerne hay (600 kJ ME¥d; 22 g
N/d; 7 g soluble N/d), in 2 equal meals, using automg
feeders. A ompletely randomized design, with 1 experimen
period of 14 days and final sacrifice, was used. Rumen infu
of urea (8 g/d) was either continuous (CT; 2.5 mg N&ain;
N=4), using peristaltic pumps, or discontinuous (BT; 2 dos€
of 1 g ureaN after each meal; N=4). These contrasting rates
urea infusion in rumen did not change the activitiesp(tdoles
of formed product/min/g fresh tissuef) CPS1 (0.026+0.02 U
and OCT (36.5+15 U), fresh liver weight (443+36 @), liv
protein (224177 mg/g freshissue), DNA (1.31+0.75 mg/g
fresh tissue) and RNA (3+0.6 mg/g fresh tissue) content
RNA/DNA and RNA/protein ratios.
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COMPARED BILIAR DISPOSITION OF
SUPROFEN ENANTIOMERS IN DOMESTIC
CARNIVORES.

Castro, E., Soraci, A., Tapia, O., Fogel, F. Frai, R.
Denzoin, L. and Ortega,

I. Departamentos de Fisiopatologia y Clinica, FCV, UNCPE
Tandil, ArgentinaCampus Universitario, Pje Arroyo Seco s/
E-mail: edcast@vet.unicen.edu.ar

Suprofen (SPF) is a nesteroidal antinflammatory drug
(NSAID) who belongs to the-arylpropionic acids subclass. A
result of its chiral characteristics, this compounds have shoy
marked enantioselective behaviour [i.e, chiral inversion (CH
of (R) to (S) enantiomer, with a high degree of intersped
variation. They are mainly eliminated by glucuronidatic
Previous data shown that SPF is poorly inverted or not in all
species that it had been tested. Our data about SBRE

disposition in the daare accordingly with that (Castet al,

2001). Biliar and urine disposition of racemic SPF w
investigated to evaluatie contribution of the glucuronidatiol
pathway to the detoxification of racemic SHFRe total amount
of glucuronides excreted indtbile represented 1% of the toti
dose administered. No SPF glucuronides were found in ul
Racemic SPF showed an enantioselective disposition in nor
the biological matrix investigated. This results, compared W
those obtained in a similar expegnt in dogs ( Soraaet al

,1995) suggest that the biological fate of SPF in the cat is
influenced by enantioselective physiological processes and
other pathways different from glucuronidation and CH.l. m
be responsible for the clearence of §MBdalidad- POSTER).

BI-06

2,4DICHLOROPHENOXYACETIC ACID EFFECT
ON RAT GRANULOSA CELLS IN CULTURE
Madariaga MJ, Ghersevich S, Duffard R and Evangelista g
Duffard AM

Laboratorio de Toxicologia Experimental (LATOEX), Fac.
Cs. Bioquimicas y Farmacéuoas. UNR. Suipacha 531 (2000
Rosarig e-mail: aevangel@fbioyf.unr.edu.ar

2,4-Dichlorophenoxyacetic acid (2/@) and its derivatives ar
herbicides widely used to control the growth of broadlq
Exposure of rats to this herbicides would have adverfsetsf
on reproduction. The aim of the present study was to invest
if the ovarian Granulosa cell (GC) viability was afected by 1
D in vitro. Ovaries of immature 24 to 2fay-old Wistar rats
were excised 3 days after the animals were implanted sc
diethylstilbestrol. GC were harvested from de ovaries
follicular puncture using a fine needle. The cells w
resuspended in McCoybs b5A
plastic plates (100,000 viable cells/well in 0.4 ml of cult
medi um) i n mddiutasypplenented with penicilli
(100 u/ ml ), str ept omguamine 2
mmo/l), in a humidified atmosphere of 95% air and 5% &
37°C. Cells were incubated in the presence or absence (
mM, 0.5 mM, 1 mM or 2 mM 24D concentrationsThe 3
(4,5dimetylthiazol2-yl)- 2,5diphenyl tetrazolium bromidé
(MTT) assay was used as a quantitative colorime
measurement of cell deathlean cell viability was decreasg
significantly by 2,4D in a dose depending way. Thig
observation was according t;n vivo studies where weé
demonstrated a decrease in the number of ovarian folliclg
the herbicide.

BI-07

EFFECT OF EXPERIMENT AL INTOXICATION
WITH METALLIC MERCU RY ON BONE TISSUE
De Lucca, R? * Ubios, A%, Zalazar AY; Lépez, EL
Radenti, J! Aromando, RYFunosas, E% Maestri, L%
Martinez, A.> 1 Department of Pharmacology FOUNR
Department of Histology and Embryology FOUB®anta Fe
3160 7°piso (2000) Rosario, Santa Fe, Argentinamail:
adrianabmartinez@yahoo.com.ar

At present, metallic mercury (mm)is one of the mayol
environmental contaminants. Theme no reports in thg
literature about its effectsn bone tisse. The objectivevas b
study the effect of mercury intoxication on bone volume (B|
We evaluated bones presenting endochondral ficsn
(femun and endomembraus bone rhaxillag in mice. Adult
male BALB/c mice, 25 and 30 g bod weight) were divided
into groups and treatl as follows: Group A (n=8): absolu
control, and Group B (n=8): treated with a single intraperitot
0.1ml dose of mmAll the animals were euthanized 48 hol
after the onset of the experiment. Group C (n=8) and Groy
(n=8) received the same treaimeas Groups A and E
respectively, but were euthanized at 14 days. All femurs
mandibles were resected to perform histologic |
histomorphometric studies. The specimens were fixed
buffered fomalin. The sections were stained with hematoxyli
eosin Digital photographs were obtained and analyzed u
Image Pro Plus softwareOur results allow stating that th
alterations in bone volume observed following administratiol
the dose of mmused in this study (0.1 ml) are not on
associated with the experimental time points but also with
type of bone tissue.

BI-08

COMPARATIVE ACTIVITIES OF XENOBIOTIC
METABOLIZING ENZYMES IN SHEEP LIVER
AND SMALL INTESTIN E MUCOSAS.

Maté, LY. virkel, G.%.; Lifschitz, A.%Y.; Sallovitz, J%*?.;
Ballent, M.%: Lanusse, . ()

Laboratorio Farmacologia, FEUNCPBA (2) CICPBA (3)
CONICET (ARGENTINA).mImate@vet.unicen.edu.ar

Intestinal mucosdas the ability to metabolize a great num
of xenobiotics by both phase 1 and phase 2 reactibns.
objective of his work was toevaluate xenobiotic metabolizin
enzyme activities in cytosolic and microsomal fractig
obtained from sheep liver and dimantestine mucosas
(duodenum, jejunum and ileum). Oxidative (cytochrdpdbG
dependent), reductive (carbonyl reductase) and enzyn
conjugative activities were measured by using known ma
substrates. Metabolic activities measured in liver subcel
fractions were used as reference valuestestinal N
demehylase P450dependent activii's ranged betweetl.0-
46.1 % (P450 3A) and 3D1 % (P450 2C)than those
measured in thdiver. These metabolic activities did n
decrease nor increase along the small intestine. Conve
microsomalO-deethylase P458ependent activities (CYP 1A
were not detected in sheep small intestine mucdséestinal
carbonyl reductasectivities were 143-23.4 % (microsores)
and 18.733.1 % (cytosgl than those measured in thiger.
Intestinal microsomes were able to conjugateaphthol, (an
UGT-mediated reaction) anddoro,2,4dinitrobenzene (&ST
probe). Metabolic reactions, taking place in the eistinal
mucosa, may contribute to the gagstemic metabolism o
orally administered drugsTheseresults contribute to furthe
current knowledge onthe extrahepatic biotransformatio
pathways in ruminants.
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P-GLYCOPROTEIN  (P-gp) IS
BENZNIDAZOLE (BZL) IN
MACROPHAGE CELL LINE RAW 264.7 .

Echenique CGY, Luquita MG @, Ruiz ML®, Rigalli JP®,
Pérez ARY, Revelli S$, Mottino AD @, Catania VA®,
Bparasitologia,Fac. Cs. Biog. y Farm(UNR), @IFISE-
CONICET, Suipacha 570,®Inst. Inmunologia, Fac. Cs
Médicas (UNR),Santa Fe 31002000, Rosario, Argentinge-
mail: vcatania@fbioyf.unr.edu.ar

INDUCED BY
MURINE

P-gp isexpressedh plasmamembrase of different cells such ag
macrophages and is involvedthre transmrt of a wide variety
of drugs. BZL & the only drug available for thieatmenbf
Chagas diseasalthoughits efficacy islow and produces
serious side effect$n this study we evaluated the effect of B2
on the expression of-§p INRAW 264.7 cells. e cells were
exposed for 48 h to BZ[0.5 mM)or vehicle(DMSO). Rgp
protein levels were evaluated by western blotting in total
homogenate. To estimate ifgp is involved in BZL efflux,
control and BZLtreated cells were incubated for 2 h with BZL
(0.5mM) in the absence or presence of thgpHnhibitor
Verapamil (V, 100 e&M,) and
was measured by HPLResults: P-gp levels were increased b
200% (n=3) in BZL group vs. controls. Inhibition of drug efflu
by V was more signi€ant in BZL groupConclusion:

Induction of Pgp by BZL could reduce BZL intracellular
concentration, and thus, the drpgrasite interaction. Go
administration of BZL with Ryp inhibitors could be useful to
increase the efficacy of treatment.

BI-10
SPIRONOLACTONE (SL) MODULATES THE
EXPRESSION OF THE CANALICULAR

TRANSPORTER P-GLYCOPROTEIN (P-gp)
HepG2 CELL LINE .

Rigalli JP., Ruiz ML., Pellegrino JM., Mottino AD., Catania
VA.

IFISE-CONICET, Fac. de Cs8iog. y Farm. (UNR)Suipacha
570, 2000, Rosario, Argentina.  E-mail:
vcatania@fbioyf.unr.edu.ar

IN

P-gp is involved in pumping lipophilic and cationic compou
out of polarized cellsWe have peviously shown that SL up
regulates the expression ofgp in rat liver.Here, HepG2 cells
derived from a human hepatocarcinoma, were exposed for
to SL (50 ¢M) 0 r-gp yretéin levélsswer
evaluated by western blotting of total homogenates. To esti
P-gp activity, cells were incubated with its model dtdne
Rhodaminel23 (Rhel 2 3, 5 ¢M, 2 h) -gw
i nhibitor Verapamil ¢ffnOof Rhiv
123 to the incubation medium was measurRdsults: P-gp

levels were increased by 400% (n=3) and the |
extruded/intracelldr Rhel123 was higher (3:%ld) in SL-

treated vs. control cells. Verapamil abolished the differeng
this ratio between control and Steated cells. These da
reveal that SL increasdésgp expression and, consequently,
gp activity in HepG2 cellsConclusion: Induction of human P
gp caninfluencethe hepatic clearance of drugs that argpF
substrates when they are-administered with SL

BI-11

PREVENTIVE EFFECT OF SPIRONOLACTONE
(SL) ON ETHYNYLESTRADIOL (EE) -INDUCED
DOWNREGULATION OF Mrp 2 IN RAT
INTESTINE.

Ruiz ML, Arias A, Villanueva SSM, Rigalli JP, Luquita
MG, Pellegrino JM, Mottino AD, Catania VA.
IFISE-CONICET, Fac. CsBiog. y Farm., UNR,Suipacha 570
2000 Rosario, Argentin&-mail: mruiz@fbioyf.unr.edu.ar

We previously observed that EE administration to

downregulates intestinal Mrp2. Here, we evaluate if treatn
with SL, an inducer of hepatic Mrp2s able to prevent th
impairment in intestinal Mpr2 produced HyE. Adult male
Wistar rats (n=3) werenjected with EE (5ng/kg/day,s.c.), or
SL (200emoles/kg/day, 3 days, i.p.), or both (BESL; SL the
last 3days of the EE treatment). Control group received vel
(propylene glycol s.c. and i.p.). Mrp2 protein expression

detected by western blaig in brush border membrane fro
jejunum. Mrp2 activity was estimated using isolated intest]
sacs (serosahucosal efflux), with dinitrophenitglutathione
(DNP-SG) as a model substrafesults:EE decreased&0%)
and SL increased (+400%) Mrp2 expressivhen administere
individually. Cotreatment preented the decrease in Mrg
expression so that no differences were detecteld negpect to
control rats.EE treatment decreasedi2%) and SL treatmen
increased{56%) mucosal eumulation of DNPSG at ® min.
The combined treatment showed no effect on EB® efflux
when compared to controls, correlating well with western

studies. Conclusion: SL could be of potential therapeutig
application to preventlownregulation of Mrp2nduced by EE.

BI-112

QUANTIFICATION OF REDUCED AND TOTAL
GLUTATHIONE IN PLASMA AND LIVER IN
HEALT HLY CATS.

Denzoin Vulcano L.,Soraci A., Tapia MO.

Area de toxicologia, Dpto de Fisiopatologia, FOMCPBA.
Campus UniversitarioParaje Arroyo Seco. Tandil Argentin
laura@vetunicen.edu.ar

Glutathione is an important intracellular tripeptide with multi
functions.Glutathione has evolved to serve diverse function
biological systems including detoxification of xenobioti
transport of amino acidsstabilization of cell rembrane ard
synthesis of proteins and DN#®bnormal glutathione
metabolism is thought to play an important role in vari
diseases of catsThe purpose of thisvork wasto establish

baseline data for future studiesA rapid, simple high
performance liquid chromatography method fothe
quantification of reduced glutathione (GSH), oxidize

glutathione (GSSH) and total glutathione (GSHt) in plasma
liver in healtly cats is describedThe mean plasma
concentrations of G% GSSH and GSHt were 4.511¢ M;
19.44+3.79e M (expressed as G
23.59+ 3.89¢ M, respectivel y. T &f ¢
GSH, GSSH and GSHh liver were 32.31+9.75; 14.46+7.91
46.77+14.35; respectively expresed as nm/mg of protsiose
studies about the metabolism of GSH and its role in div
pathologiesn cats are needed.
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EFFECTS OF TWO LEVELS OF DIETARY
PROTEIN AND ENERGY: PROTEIN RELATION
ON VARIABLES OF THE ENERGETIC
METABOLISM IN MALE BROILER CHICKEN.
Sandoval GL% Terraes J&, Fernandez R}, Esquivel GP,
Obregén GRE* i

Dptos. Cs. Basicasy Producciéh, Fac. de Cs. Veterinaria:
Univ. Nac. del NordesteSgto Cabral 2139, 3400, Corrientg
(Cap), ArgentinaE-mail: bioquim@vet.unne.edu.ar

Two tredments with seven replications eaghe, were applied
on 196 male chicken (six birds per?m from a single
commercial genetic lineage (Cobb Vantress, 2007, g
feathered gen)rhey consisd in two dietsbroiler food (P) and
fodderfood (F). Thecycle was divided in two stages: beginni
(0 to 21 days) and fattening (21 days to end). The begin
food (I = 3000 Kcal/Kg) and the ending food (T= 31
Kcal/Kg) had identical metabolic enertgvel, but witha lower
proten level in E The resus of the andysis of repeated
measuresvere as follows: xceptto total cholesterol (CT)the
glucaemia (Glc),body weight, canal proportion (Rend) ar
accumulated abdominal fat relative weight (AFat) were diffel
between21 and 49 day§p< 0,05). Glc decreased withe age,
while Rend and AFat increased with the H@e level of AFat
increasedvith the higher energy:protein relation diet (0,88 ¢
1,24 for P and F respectivelp<0,05). This variation was nc
accompanied by than increment o€irculating CT. The teste(
nutritional formulations would have two important factors
consider for their election, the effect of the decrease of the (¢
weight (the extraction of abdominal Jaand the smaller relativs
costof a diet wlich energy:pragin relation is greater.

Bl-14

YIELD AND PROTEINEMIA OF MALE BROILER
CHICKEN GROWN IN INDOOR CORRALS, FED
WITH ISOENERGETIC FORMULATIONS OF
DIFFERENT PROTEIN LEVELS.

Sil;dik M?, Sandoval G2 Esquivel GP, Ceballos FA, Pino
M<.

Dptos. Cs. Béasicasy Prodicciérf, Fac. de Cs. Veterinari
Univ. Nac. del NordesteSgto Cabral 2139, 3400, Corrien
(Cap), ArgentinaE-mail: bioquim@vet.unne.edu.ar

Two treatments with seven replications eacte were applied
on 196 male chicken (six birds per®m from a single
commercial genetic lineage (Cobb Vantress, 2007, 9
feathered gen)They consistdin two diets broiler food (P) and
fodderfood (F). The cycle was divided in: beginning (0 to 2
days) and fattening (21 days to end). The initiatory f¢iod

3000 Kcal/Kg) and the ending food (T= 3150 Kcal/Kg) h
identical metabolic energy, but withlower proteirievel in F.
The resuk of the analysis of apeatedmeasureswere as
follows: alkaline phosphatase (ALP); body weight (P
straght yielding (Rend);andrelative weight of stomach, liver §
gall bladder, and intestine & pancrestsowed differences (p<

0,05) between twsample groups (21 and 49 day$he PC
percentage corresponding to the digestive tract amexad
glands decreased with thgea while Rend increasedlith the

PC. ALP was higheat 21 thanat 49 day. Uni (2001) describe
that the alkaline phosphatase, from the intestinal mu
membrane, is positively correlated with the number
enterocytes and the longitude of the intestindli. These
results showd that both formulaavere able to sustain simila
productive performances. The other detected differe
showedontogenic changes irield and biochemical variables.

BI-15

SERUM ALKALINE PHOSPHATASE OF FEMALE
BROILER CHICKEN FED WITH TWO PROTEIN
DIET LEVELS, ACCORDING TO AGE AND BODY
GROWTH.

Sar;doval GL? Terraes JC, Bettella A%, Pletsch &, Laffont
GVI

Deptos.Cs. Basicasy Producciéh, Fac. de Cs. Veterinaria:
Univ. Nac. del Nordeste EEA, El Colorado, Formosa, INTA
Sgto Cabral 2139, 3400, Corrientes (Cap), Argentinandil:
bioquim@vet.unne.edu.ar

Females (H) Broiler chickens, from a commercial line (C¢
Vantress, 2007, slow fledge genyere raised in corrals (|
birds/nf) at INTA-E| Colorado, Formosa, Argentin&he cycle
was divided in two stages: beginning (0 to 21 days)

fattening (21 to 56 days). Two treatments consisting
qualitativequantitative different diets called broiler feed &
fodder feed, were applietlo differences were found betwee
diets. Proportional weighof leg & headand skeleton (Ske)

without legs & head relatives to body weight, theerum
alkaline phosphatase activity (ALP) arttetrelative weight of
the digestive organs (stomae8to, liver & gall bladderand
intestine & pancrea -1&P-; p<0,01) lowed along growing
Positive correlations (Pearson) were found (p<0,005) bety
ALP vs nutritious efficiency (EfAlim)ratio, Ske, legs & heag
andI&P. Ske and&P were not related between them, but th
were related in equal sense wilte tother variable€fAlim ran

parallel to Sto. In general, the analyzed variables decreasec
the age, correlating positively between them. The qualitati
quantitative differences between the diets did not affect
indicators at the end of the productive cy€ensidering a goog
practice the use of anyone of them according to availabil

and prices.
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ESTIMATION OF HIDROXYL RADICAL
GENERATION BY SALICYLATE HIDROXYLA
TION METHOD IN PROSTATE, BREAST AND
OVARY OF RATS EXPOSED TO 2,4DICHLORO
PHENOXYACETIC ACID (2,4 -D).

Pochettino, A.; Duffard, R.; Evangelista, A.

LATOEX i Facultad de Cienciass. Bioquimicas
Farmacéuticas. U.N.R. Suipacha 531 2000 Rosario.
aristidespochettino@gmail.com

Chlorophenoxy herbicides are widely used for the contro
broadleaf weeds. We previously reported that-B) dhcrease
the oxidative stress and induction of death in brain areas
culture cells. The aim of the present work was to obtain d
evidence of oxygen radical activity in prostate, breast g
ovary. We used a method based on the chemical trappir
hydroxyl in the form of the stable adducts 2,3 and- }
dehydroxibenzoic acid (DHBA) following salicylate (SA
administration. Virgin female 90 gleold Wistar rats were mad
pregnant, and the treated group was exposed td 2(40
mg/kg/day, sprayed on food) from gestation day 16 onward
postnatal day 23, pups were weaned and the treated
continued to be fed with 2-B until sacrifice by deapitation at
45, 60 or 90 days of age. Date showed the ratio of BHBA
to SA was significantly increased in prostatetat three age
and in the ovary at 90 days old. No changes were obsery|
the breast. These results indicate that2,dould inaease the
oxidative stress during the whole development of the pro
gland and in the adult ovary.
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2,4-DICHLOROPHENOXYACETIC ACID (2,4 -D)
EFFECTS ON THE RAT PROSTATE
DEVELOPMENT.

Pochettino, A.; Biolatto S, Duffard, R.; Evangelista, A.
LATOEX i Facultad de Ciencia&ioquimicas y Farmacéutica
UNR 7 Suipacha 531 - 2000 - Rosario.
aristidespochettino@gmail.com.

Horrmonedependent process such as growth, maintenance
development of the normal prostate gland could be altere
xenobiotcs. The biological function of androgen in the prost
is mediated by androgen receptor (AR). The goal of the pre
work was analyze by Western blot and by histological

morphometrical studies, whether Z)4- which is an herbicidg
used to controlite growth of broadleaf weedbad effects on
the developing prostate. Wistar rats were made pregnan
exposed to 2D (70 mg/kg/day, sprayed on food) fro
gestation day 16 onward. On postnatal day 23, pups

weaned and the treated group continuetbedfed with 2, 4D

until sacrifice by decapitation at 45, 60 or 90 days of age.
observed a significant decrease in the height of pros
epithelial cells of the alveoli in the 2[ treated rats of 41
(37%) and 90 (40 %) days old. An increase in hahivolume, a
diminution in the number of cells per unit area (29 %) W
respect to control at 90 days of age was also determine
addition, Western blot analysis indicated that the level of
protein was increased (38%) at this age in the treatecads)iln
conclusion, the development of prostate was affected b 2
herbicid
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DEVELOPMENT OF A MULTIRESIDUE
ANALITICALMETHOD VALIDATION TO
QUANTI FY BENZI MI DAZOLE [
EGG

Bistoletti, M., Moreno, L., Ceballos, L., Alvarez, L.,
Lanusse, C.

Lab.de Farmacologia, Fade Ciencias Veterinarias, UNCPB/
Tandil;,CONICET,Argentina.email: lanusse@vet.unicen.edu.g

Albendazole (ABZ), fenbendazole (FBZ) and flubendaz
(FLBZ) are antiparasitic drisgbelonging to the benzimidazo
group (BZD) widely used in veterinary medicine including
poultry. There are many published methods to quantify t
molecules in diverse tissue/fluid of different mammal
species. However, the availability of recergthod multiresidue
published to determine these molecules in poultry is scarce
goal of this research was to develop and validate a multire
method to quantify BZD in plasma and eggs of treated h
Ten molecules were included in the validationBZ FBZ,
FLBZ and their respective metabolites. The quantification
realized by HPLC with UV detection (292 nm). A C
stationary phase, mobile phase with gradient elution at 1.
flow were used. The validation process was carried
following intermational criteria, including: selectivity, linearity
stability, precision, accuracy, recovery, limits of detection
quantification. All results obtained for each validati
parameter in plasma and eggs fell within accepted range
developed methodoyly allows the quantification of te
molecules simultaneously after a simple and low cost liq
liquid chemical extraction.

BI-19

THERMAL  STABILITY OF IVERMECTIN
RESIDUES DURING MILK PROCESSING

lezzi, S.; Imperiale; F.; Lifschitz, A.; Lanusse,C.

Laboratorio de Farmacologia, Facultad de Ciencias Veterin
UNCPBA. Tandil, Argentina. Email
fernanda@vet.unicen.edu.ar

Ivermectin (IVM) is broaespectrum macrocyclic lactone (ML
antiparasitic drug extensively used in fgaducing animals
The patern of milk residue excten for different ML
compoundsas been recently determined in our laborat®he
current trial addressed the evaluation of the stability of resi
IVM concentrations in milk under conditions of heati
treatment during milk mcessing. IVM concentrations we
measured in milk using an HPL@ased methodology witl
fluorescence detection. IVM (G20 ng/ml) was added to drug
free milk samples collected from untreated lactating cows. |
samples with drug added were heated aC6fft 30 minutes
(pasteurization). IVM concentrations were measured prior
after the heating process. The results obtained indicated th
significant changes in the IVM residue profiles were obsel
after thermal treatment. The variation observedhéated milk
residual concentration was within the range of the analy
method. The impact of these residual drug concentratior|
milk-derived product on human safety and industrial proces
are under evaluation.

BI-20
DEVELOPMENT OF AN HPLC ASSAY TO
DETERMINE FLUAZURON RESIDUES IN

BOVINE TISSUES

Imperiale, F.; Farias, C.; lezzi, S; Sallovitz, J.; Lanusse, C.
Lab. de Farmacologia, Fac. de Ciencias VeterinddbE€PBA.
Tandil, ArgentinaE-mail: fernanda@vet.unicen.edu.a

Fluazuron (FZ) is a halogenated benzoylurea insecti
extensively used in cattle for tick control. Development
adequate analytical methodology is required to assess
residues in tissues from treated animals derived to hu
consumption. A simpleeverseegphase HPLC analytical methg
with ultraviolet detection at 260 nm was developed, validg
and applied for quantitative determination of FZ in bov
plasma and tissues. Linearity, precision, recovery and lim
quantification of the method wedetermined. Drug extractio
from samples was effectively performed using liquid extrac
and clean up by solid phase extraction. Regression ang
were linear over the concentration range examined (from 0
10 pg/ml) ard correlation coefficients of calibration lines we
>0.99.The developed HPLC method allowed the quantificai
of FZ up to 0.1pg/ml (plasma) and 0.hg/g (tissues) with
internationally accepted oefficient of variations (<15%)
Recovery values were higher than 70 Phe results obtaine
indicated that the developed chromatographic method
selective, accurate and easy to reproduce. The analytical m
described here is a useful tool for the meament of thig
insecticide molecule in different bovine tissues.
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OXIDATIVE DAMAGE IN
INCUBATED WITH DIFFERENT
MEDIUMS

Cadenazzi G., Garcia C.; Alvarez L.; Sansinanea A.
Departamento de Fisiopatolagi Facultad de Ciencig
Veterinarias, UNCPBA, Tandil, Argentina. E-malil
:cadenazzi@vet.unicen.edu.ar

MONIEZIA  SPP
INCUBATION

Anthelmintics drugs may induce oxidative damage in the tg
parasite, as an indirect consequence of its intrinsic mecha
of action. This feature codilbe used to evaluate the relati
potency of different anthelmintics compounds. The aim of
present work was to evaluate the viability and basal oxidg
damage inMoniezia spp after its incubation with differer
incubation mediums. The tapeworm makr(1 g) was
incubated at 37°C in 10 ml of buffer KRT or RPMI medium
pH 7.5 and 6.5 during 5, 15, 30, 60, 90 and 120 min. There |
four replicate assays for each incubation time. Once
incubation time had elapsed, the parasite material was pde|
for malonildialdheido (MDA) determination, which was used
an indicator of oxidative damage. Preliminary results indic
that in either, KRT buffer or in RPMI medium, MDj/
concentrations o2 = 0.8nmol/mg protein were measured
the differents incudtion times evaluated. Thex vivoincubation
of Monieziaspp under in our experimental conditions did |
induce a significantly increase in the oxidative damage obsg
in tapeworms. Follow up studies on relative potency
anthelmintic drugs will be péormed.
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LIVER EXPRESSION OF CAT -1 IN RAT MODEL
OF ACUTE HEPATOTOXICITY BY
THIOACETAMIDE.

Perdomo VG 1, Pretto L 1, Daniele SM 2, Nocito AL 3,
Palatnik JF 4, Veggi LM 1 2.

1 IFISE (CONICETUNR), 2 Fac. C. Bioquimy,
Farmacéuticas (UNR), 3 Fac. @aas Médicas (UNR), 4 IBR
(CONICET-UNR). Suipacha 570, (2000) Rosario, Argenting
vegoi@ifise.gov.ar

The cationic amino acid transporter 1 (CGAJY is expresseq
fairly ubiquitously in mammalian cells but its levels vg
significantly in different cells and conditions. CAlTis required
in the regenerating liver, being essential for liver cells to €
mitosis. The liver damage produced by thioacetamide (TA
rats is a classic model of hepatotoxicity. Adult male wistar
were treated with TA (i.p.,400 mg/kg, n=3) and saline solu
(vehicle, i.p., n=3) being sacrificed 24 hs later. Serum san
were analyzed for liver markers of toxicity. Livers we
extracted and used for histological and expression studies
confirmed the hepatotoxicity in TA treated rats by Li
histopathological examination (perivenous injury) and se
toxicity markers (an icreased activity of ALT, AST, ALP an
LDH). We observed an induction of CAT protein expressiof
by western blot (relative expression RE, TA 2.01+0.49 v
1.00+0.28,p<0,05) and CAT mRNA by quantitative real tim
PCR (RE, TA 27.44+7.33 vs C 1.00+0.55,13%). We found
that the expression of proliferating cell nuclear antigen, in
liver is significantly elevated in rats treated with TA by west
blot (RE, TA 3.28£0.50 vs C 1.00+0.34,p<0,05). Th
experiments indicates that CAI expression is increaseby
TA induced acute hepatotoxicity in liver rats and correlates
cell proliferation
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ECHINOCOCCUS GRANULOSUSKEY ENZYMES
AS BIOCHEMICAL MARKERS OF IN VITRO
PHARMACOLOGICAL DAMAGE

Elissondo C., Denegri G., Cumino A.

Laboratorio de Zoonosis Remitarias, FCEyN, Universidac
Nacional de Mar del Plata. CONICEFunes 3350Mar del

Plata, ArgentinaE-mail: mceliss@mdgdu.ar

Enzymic markersould beusedas endogenousndicatorsfor
identifying cellularchanges and for providinguantitativedata
in pharmacological resporseThe aim of this work was tiind
enzymesas biochemical markers afamage duringn vitro
drug treatment oE. granulosusprotoscoleces. The levels g
alkaline phosphatase (APxammaglutamyl transferase (GGTT)
cholineserase (ChE) glutamicpyruvic transaminase (GPT)
glutamicoxalic transaminase (GOT) and lactic ac
dehydrogenase (LDH) were determined in  mediun
supernatants of druigeated parasite withbenzimidazoles
avernectins and calcium modulators  usingkinetic
spectrophotometric methods.is the first study where the AR
activity was determined in medium supernatant Bf
granulosuscultures. AP and GOT showed considerable hi
levels in the control group. The rise of membrasazyme
activities was relted with later tegumental alterations. Tt
enhancement of CHE and LDH levelemassociated with the
increase of mortalityWe found at least a #old increase of
GGT and CHE activitiesn treated versus control groups
Therefore these enzymesould be applicable as possible
markes in massscreening for chemotherapic studies .
granulosus
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IMMUNOLOCALIZATION OF CERTAIN
DETOXIFYING PROTEINS IN FASCIOLA
HEPATICA. RELATIONSHIP WITH

RESISTANCE MECHANISMS.

Scarcella St Solana HY;Larsen M., Felipe A; Alzola R.'y
Lanusse C2

'Dpto. Cs. Biologicas yDpto. Fisiopatologia FCVUNCPBA,
Campus Universitario, 7000andil, Buenos Aires.

E-mail: silvanas@vet.unicen.edu.ar

Fasciolasis, is an emergent zoonotic disease. The drug of g
for its treatment is triclabendazole (TCBZ). Today,
extensive use of TCBZ has already generated resistance.
mechanisms of anthelmintic resistance include involvemer|
detoxification processes generated through the FMO enzy
pathway or through dgu extrusion pumps such as the
Glycoprotein (P Gp). The aim of the present work wag
immunelocate the presence and distribution eGp and FMO
in TCBZ susceptible and resistafasciola hepatica The
immunohistochemical study confirmed the presence &p in
both strains, distributed in the enterocytes and a sm
quantity in the vitellogenic cells and specula. FMO locat
seems to be restricted to the vitellogenic cells. This distriby
pattern was similar for both strains, without differenicetheir
distribution and expression. It is inferred that the resistance
involve modifications at metabolic levels, without detecta
morphologic changes, at least not observable by op
microscopy.
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EFFECT OF LICKING ABOUT MILK
EXCRETION OF MOXIDECTIN ADMINISTERED
POUR-ON IN DAIRY CATTLE

Imperiale, F.; Farias, C.; Sallovitz, J; Lifschitz, A.; Virkel,
G.; Lanusse, C.

Lab. Farmacologia, Fac. Ciencias Veteriagri UNCPBA.
Tandil, Argentina. Email: fernanda@vet.unicen.edu.ar

Moxidectin  (MXD) is a broadspectrum endectocide
antiparasitic drug extensively used in fgaducing animals.
Pouron formulations of MXD are marketed internationally fq
use in dairy cattleThe current work was desigd to measure
plasma and milk concentration profiles of MX@sing an
HPLC-methodologyafter its pouron administrationto dairy
cows. The influence of natural licking behavior of cattle ¢
MXD plasma and milk concentratisiwas evaluated.icking
preventi during 5 days podteatmentetermired changes on
MXD plasma and milk kinetics. In lickingestricted cows,
MXD plasma and milk availability @re significantly lower
thanthosein free licking animals. As shown earlier for othg
endectocide compoundsiching behavior may facilitate the
oral ingestion of topicalladministered drug in cattle. Thig
would be consistent with the marked lower MXD concentrati
profiles measured iplasmaand milk of licking prevented
animals. The work reported here providekevant information
on the pattern of MXD excretion in milk after peom
treatment, and contributes to understand the variabi
observed in the antiparasitic persistence of topieal
administered endectocides in catiiée implications of natural
licking in topical treatmentseedto be seriously assessed t
achieveaccuratepharmacological studiesming to a possible
need of reviewinglrug approval process
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RESIDUE DEPLETION OF IVERMECTIN IN
RABBIT TISSUES AFTER SUBCUTANEOUS
ADMINISTRATION
Daniele, M.; Errecalde, F,;
N.;Errecalde, J.O.
Pharmacology Department, Faculty of Veterinary, Universic
Nacional de La Plata.. La Plata, Argentina.
jerrecal@fcv.unlp.edu.ar

Lambertini, A.; Mestorino,

Ivermectin (IVM) is used against a wide spectrunenfio and
ectoparasitesNotoedres cati var. Cunicylthe agent of rabbi
mange, is very sensitive to IVM. Pharmacokinetic and resi
studies of IVM in rabbits, howevge are rather scarce. TH
objective of the present paper was to study the tissue re
profile of IVM after SC administration of a 1% solutio
Twel ve young healthy maofal%i/
IVM formulation subcutaneously. Groups of threéeated
animals were sacrificed at 10, 20, 30 and 40 days after injeq
Samples of liver, fat, kidney, muscle and injection tissue v
obtained. IVM concentrations were determined by HPLC
fluorescence detection after SPE extraction.

IVM concentrdions were determined after subcutane
administration until 40 days. Muscle samples showed the lo
IVM concentrations throughout the study period. The higl
IVM concentrations at all sampling times were measure
liver and fat tissues. NeverthedeB/M concentrations in all o
the tissues analyzed were below the accepted maximum re
limits recommended by thEuropean Union at 20 days po
treatment.

BI-27
TYLOSIN CONCENTRATIONS IN HONEY AND
BEES (Apis mellifera AFTER ITS

ADMINISTRATION TO HEALTHY BEEHIVES

Huber, B.; Quintero M.; Daniele M.; Mestorino N.;
Errecalde J.O.

Catedra de Farmacologia. Facultad de Cs. Veterinarias
Universidad Nacional de La PlataCC 296, 1900 La Plata.-&

mail: barhube@gmail.com

Due to the limited information available about tylosin
honeybees, we decided to evaluate the evolution
concentrations and pharmacokinetic profile of the tylosin (]
in honey and bees of high and low production hives du
autumn. Twelve healthy bbaives were inoculated wit
powdered sugar added with Tyl at a dose rate of 200 mg
week during three weeks. Honey and bees samples
obtained from the breeding chamber at different
administration times. Tyl concentrations were determined
microbiological assay. The pharmacokinetic analysis

performed by WinNonlin Professional 5.2. We found signific
statistical differences between pharmacokinetic paramete
honey and bees from different production levels. The high leg
of tylosin re&dues in honey from low production hives (0.31
g’ 84 days after treatment) increased the risk of residues i
kind of exploitations in harvest time.
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COMPARATIVE IN VITRO DERMAL
ABSORPTION OF MOXIDECTIN AND

DORAMECTIN THROUGH BOVINE SKIN Sallovitz

J.2% Nejamkin P, Lischitz A.*3 Imperiale F.23 Virkel

G.28 Lanusse C!®

!Lab. FarmacologiaFCV, UNCPBA, Campus Universitario,
7000 Tandil, Argentina.?CICPBA. 3CONICET. Email:

clanusse@vet.unicen.edu.ar

Endectocide drugs are used topically to treating rumit
parasitic diseases due to their easy administration, which
avoids residues in an edible administration site. Howe
available knowledge on theiransdermal absorption in cattle
scarce. A practicain vitro method to evaluating new topic{
formulations beforein vivo assays is not available. TH
transdermal absorption of moxidectin and doramectin tof
formulations was evaluated using envitro model of bovine
epidermis. Epidermal layers (500 pm) were placed on modj
Franz diffusion cells. Receptor medium was buffer phosp
(0.1 M), albumin and ethanol (76:4:20). Sampling ranged fro
to 48 h posadministration. Drug concentrations weypeantified
by HPLC. By 16.246.9 h (MXD) and 33.2+ 6.3 h (DRM) po|
administration, permeation plateaus were reached. Perme
flows (MXD: 3.8+3.1, DRM: 10.1 + 8.1 ng-cfhl) differed
statistically P<0.05). Permeation coefficients (MXD: 1.6x1
%+ 1.310% cm/h, DRM: 4.12x18° + 3.44x10° cm/h) were
similar (P>0.05). These results agree with the faster plateau
shorter Tog of MXD (2.4+ 0.6 h) compared to DRM (12.25t4
h), which could be due to different lipophilicity. Results are
agreement within vivo kinetic data. Thein vitro model
presented here is useful to predicting and further understalr
of endectocidestransdermal absorption process in cattle
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EFFECTI VENESS OF
COMBINATION ON TRANSDERMAL
PERMEATION OF PROBENECID.
Lhez L, Allemandi DA*, Pappano NB, Debattista NB
Universidad Nacional de San Lulsavalle 1155, San Luis.
E-mail: llhez@unsl.edu.ar*Universidad Nacional de Cordobg

ENHANCE

The pharmaceuticatlesign is a very complex field due to t
existence ofmultiple forms ofadministration The oral route
presents some disadvantages such as gastric irritati
exposition of the drug to extreme phtand degradationby
hepatic first pass A norrinvasive alternativeo avoid these
effects are the transdermal formulations, which present
advantage to release the drug in constant and prolonggd
Nevertheless the transdermal dragiministration itself ig
limited by the characteristics othe skin, which offers ¢
remarkable resistance to the penetration of the active princ
Therefore, it is necessary to include in the formulati
chemical compourglthat, by different mechanisms,cfitate
the penetration of the drug. In this studging Franz diffusion
cells,in vitro transdermal permeation of probenecid (uricizs
drug) in solid vaselinethrough dermatomizedpig skin was
assayed Also, the isopropyl alcohol action and their
combinatios with terpene enhancers (L-mentol or D-
limonere) were investigated. fle obtained resultgllow to
determinethat isopropy! alcoholincreases-fold the diffusion
coefficient value D = 2.022 x 10 cn?/s) in relation to the
formulation withoutenhancer(D = 3.998 x 10 cnt/s). The
addition of L-menthol or D-limonere to the formulation
containing isoproyl alcohol increase4-fold, approximatelyits
diffussion coefficientvalue This fact shows the existence af
synergic effect between #se terpeneandisopropyl alcohol.
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CHRONOKINETIC STUDY OF INTRAMUSCULAR
ADMINISTRATION OF CEFTAZIDIME IN DOGS
Monfrinotti, A.; Ambros, L.; Montoya, L.; Waxman, S.;
Rebuelto, M.

Céatedra de Farmacologia, Facultad de Ciencias Veterini
Universidad de Buenos AireGhorroarin 280 (1427),8 As.
e-mail: amonfrinotti@fvet.uba.ar

The purpose of this study was to identify if time of d
administration modified ceftazidime relevant pharmacokin
parameters administered to dogs. Six healthy female m
breed adult dogs weighing ‘22 kg were given a single 2
mg/kg dose of ceftazihe by the intramuscular route at 8.]
and 20.30 h after an 8 h fast, with a 2 week washout pe

Blood samples were taken at predetermined tin
Concentrations of ceftazidime were determined
microbiological  assay. Data were analysed

noncompartmetal techniques using PCNONLIN softwar
Results are reported as mean + standard deviation. For the
h administration, peak concentration, time to peak concentr;
and elimination haffife were80.2 + 20.7ug/ml, 1 + 0.27 h and
1.13 + 0.30 h, respéteely. For the 20.30 h administration, pe;
concentration, time to peak concentration and elimination |
life were104.30 £ 24.981g/ml, 0.75 £ 0.44 h and 1.1 + 0.33
respectively.  No statistically significant differences wx
detected for all the gvmacokinetic parameters, however, hi
standard deviations may have accounted for this lack
difference. Our data suggest that time of administration may
modify the pharmacokinetics of intramuscular ceftazidime
dogs.
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ORAL ABSORPTION OF CEPHALEXIN
ADMINISTERED IN DAY -TIME, NIGHT -TIME
AND AFTER METOCLOPRAMIDE IN DOGS

Prados, A. P.; Rebuelto, M

Céatedra de Farmacologia, Facultad de Ciencias Veterin
Universidad de Buenos AireShorroarin 280 (1427), Bs. As.
e-mail: aprados@fvet.uba.ar

The purpose of this study was to compare if the time
administration or metoclopramide pretreatment modified
absorption of cephalexin after its oral administration to d
Six healthy adult Beagle dogs weighingl® kg received &
single dose (25 mig) of cephalexin as a 5% oral suspensio
10.00 h (dastime) or 22.00 h (nightime) and also 5 mir|
following the intravenous administration of metoclopram
(0.5 mg/kg) after 8 h fasting period. Blood samples were tg
at predetermined times. Cephateplasma concentrations we
quantified by a microbiological method witMicrococcus
luteus 9341 ATCC as test microorganism. Mean cephalg
concentrations for each treatment were used to evaluat
absorption process by the WagiNglson method. Redsl
showed a firsbrder absorption process for the three treatme
Statistically significant differences were detected for
regression line slope of legnabsorbed fraction of cephalex
versus time. Absorption rates were 1.06, 1.75 and 1.54/h fg
10:00 htreatment (dayime), 22:00 ktreatment (nightime)
and after metoclopramide pretreatment, respectiv
Absorption times were 3.5 h (d#iyne), 2.5 h (nightime) and
1.5 h (metoclopramide pretreatment). Our results show tha
moment of admiistration and also metoclopramig
pretreatment affected cephalexin oral absorption in dogs.
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PLACENTAL TRANSFER OF LOCAL
ANESTHETICS (LA): PREDICTIONS FROM A
PHYSICOCHEMICAL MODEL.

Miceli M., Serra H.

1™ Catedra de Farmacologia, Facultad déedicina,
Universidad de Buenos AireRaraguay 2155 piso 15 1121
Buenos Aires, Argentina-Hail: haserra@fibertel.com.ar

Local anesthetics (LA) are commonly used drugs during lab
Despitetheir epidural or subarchnaitl application, maternal
plasma lgels are clinically relevant. In addition, LA produceg
many early (CNS depression, hypotension, jaundice) and Iqg
lasting (low rating in neurocognitive scores) neonatal siq
effects indicating certain placental transfer. Thus, a kine
model of placentakransfer could be useful to predict LA
neonatebs plasma | evels.

LA are cationic drugs, so their permeability and degree
compartmental trapping are pH dependent. Our mod
running in MS Excel 2003 worksheet for Windows®
Microsoft Corp, allows calculat the LA compartmental
trapping (Rb) and theoretical neonate concentrations for|
given pH.

If neonatal pH lies between 7 7.2 in an optimum labor
conditions, the obtained Rb (1i42.3 according to each pH
and LA) would indicate that neonate concentrasodoubled
the maternal concerations. These data correlatell with the
observed dose dependent side effects of LA.
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PHARMACOLOGICAL STRATEGIES TO
IMPROVE IVERMECTIN EFFICACY AGAINST
RESISTANT NEMATODES.

Lifschitz A2 Entrocasso G, Alvarez L'?, Lloberas M3,
Ballent M'? Manazza F, Virkel G*? Borda B, Lanusse G2
1. Lab. Farmacologia, FCV, UNCPBA, Tdih Arg. 2.
CONICET 3. EEA INTA BalcarceArg. E-mail:
adrianl@vet.unicen.edu.ar

The involvement of the efflukransport protein flycoprotein
(Gp-P) on both the pharmacokinetic disposition and resist
mechanisms to macrocyclic lactones has been descilibeésl.
work aimed to study the effects of loperam{@i®M), a Gp-P
modulatingagent, on ivermectin (IVM) pharmacokinetics a
efficacy against resistant nematodes in sheep. Eigh
Corriedale lambs naturally infested with gastrointest
nematodes werassigned intéhreeexperimental groups. Grou
A remained as untreated contr@ther animalgGroups B and
C) received ivermectireither alone or cadministered with
LPM (0.2 mg/kg, 2 times everyl12 h). Blood samples werg
collected between up 4 days postreatment andvVM plasma
concentrations were determined by HPLC. The pattef
efficacy was estimated by the faecal egg count reduction
(FECRT)and adult nematode countsPM enhanced the IVM
plasma availability (47 %) in eadministered lambsShe FECRT
valueswereincreased from 79 % to 96 % in the presence of L
The general efficacy against nematodes was incréas®ad48 %
to 77 % after the LPM cadministration. Tie clinical relevance
of this pharmacokinetic/pharmacodynamic interaction is uf
study in our laoratory.
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PHARMACOKINETICS OF CEFOPERAZONE IN
NORMAL AND MASTITIC GOATS .

Lacunza J.%, Cordiviola C.2 Farina O.H.® Rule R.
'Commission of Scientific Research of the Province of Buer
Aires. *Department of Introduction to Animal Production]
Faculty of Agricultural and Foresty Science’Applied
Pharmacology, Faculty of Medicine, La Plataiversity.

E-mail: josefinalacunza@hotmail.com

Cefoperazone is a 3th generation semisynthetic cephalosp
antibiotic active against Grapositive and Gram negative
bacterias. In the present exmate,six healthy lacting goats
were used (Trial 1), these same animals were later indu
with mastitis(Trial 2). In both Trials the animalgcibedtwo
doses ofcefoperazone (LabRichet) by intramammayr route
(100 mg). Milk noncompartmental pharmacokinetic values
normal and mastitic glands were determined. Resu
Elimination halflife (t,) (Trial 1)9.3 £ 1.9, (Trial 2) 11.9 + 3.5
h; the area under the curve [AldGog] (Trial 1) 7040.2 +
3491.1, (Trial 2) 21044.0 + 22319.9 ughii and the mean
residence times (MRT) (Trial 1) 9.5 + 1.9 and (Trial 2) 10.3
4.7 h.

The results suggest that cefopenae milk concentrations were
high until 48 hours afteseconddose administration. Residue
were detected in normal and mastitic milring 108 hours
postadministratiof the antibiotic.
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PHARMACOKINETIC OF CEPHALEXIN AFTER
INTRAVENOUS AND INTRAMU SCULAR
ADMINISTRATION TO DOMESTIC CATS.

Albarellos, G.; Denamiel, G.; Montoya, L.; Velo, M.; De
Battista, M.; Landoni, M.

FCV UBA Chorroarin 280, Cap. Fe.427); FCV UNLP Calle
60y 118, provBs As. (296)E-mail: albarell@fvet.uba.ar

Introduction: Cephalexin  (CFX) is a first generati
cephalosporin  widely used in domestic animals for
treatment of grampositive (Staphylococcus spp., Streptocg
spp.) and gramnegative (Escherichia coli, Proteus
infections. The aim of this stydwas to analyze the seru
disposition of CFX after intravenous (IV) and intramuscy
(IM) administration to cats and, to correlate plas|
concentrations with the minimum inhibitory concentratic
(MIC) for pathogen bacteria isolated from cats.
Materialsand Methods: 5 and 6 adult cats received 10 mg/k|
CFX by IV and IM administration, respectively. Blood samp
were withdrawn at preletermined times over an 8 h perig
CFX serum concentrations were determined by microbiolog
assay using Micrococsuluteus (ATCC 9341) as test mier
organism. Plasma disposition curves were analyzed by
linear methods. CFX MIC were determined for
Staphylococcus spp., 5 Streptococcus spp. and 8 E. cQ
macrodilution broth method.

Results: Main pharmacokinetigparameters were: Gax
44.15+14.64ug/ml (IV) and 19.84£5.5@g/ml (IM); AUC o).
57.64+18.64 pg.h/mL (IV) and 40.37+6.12 pg.h/mL (IM
Vs 0.4120.14 L/kg; 4: 1.6620.24 h (IV) and 1.73+0.31
(IM); MRT: 2.16%0.35 h (IV) and 2.28+0.36 h; £210.19+0.06
L/h.kg. Plasma CFX concentrations were above MIGgiml
for 6 and 8 h after IV and IM administrations, respectively.
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EFFECT OF
TRANSDERMAL
THROUGH PIG SKIN
Ortiz JE, Lhez L, Pappano NB, Debattista NB

Universidad Nacional de San Luisavalle 1155, San Luis. -E
mail: debattis@unsl.edu.ar

ON THE
QUERCETIN

B-CYCLODEXTRIN
DELIVERY OF

Quercetin (Q), a polyphenolic flavonoid, shows wide spectrt
of pharmacological properties including ahgipertensive and
vasodilatador effectdts use in pharmaceutical field is limitec
by its low aqueous solubilityb-cyclodextrin £-CD), cyclic
oligosaccharide, contains seven glucose monomers units |
ring creating a cone shape. It is able to hdstdrophobic
molecules in its interior, forming inclusion complexes.
greatly modifies the physical and chemical properties of {
guest molecule, mostlyn terms of water solubility. These
complexes are able to penetrate body tissues and they cg
used to release biologically active compounds under speq
conditions.Formulations in carbopol gel were prepared and t
effect of b-CD (0-10% w/w) onin vitro Q transdermal
permeation throught ear pig skin was studied. These stu
were carried out by triplicate using Franz diffusion cells wi
1.767 cm area in automatic sampler Microette Systel
javascript:figwin(jJavascript:schemewinjrror! Referencia
de hipervinculo no
vélida.http://www.aapspharmscitech.org/view.asp?art=pt05Q
48&pdf=yes -
ref#refavascript:tableWin{avascript:schemewinjgrror!
Referencia de hipervinculo no
valida.http://www.aapspharmscitech.org/view.asp?art=pt05Q
48&pdf=yes- ref#refavascript:tableWin{Je flux (J,) values,
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PHARMACOKINE TICS OF CEPHALEXIN
PREGNANT AND LACTATING GOATS
Ambros LY., Veksler Hess 3, Kreil V. !, Tarragona L. %,
Prados A.P2, Hallu R.!, Rebuelto, M.

IN

'Farmacologia, *Produccién de Ovinos. FCV, UBA
Chorroarin 280  (1427), Buenos  Aires. -mail:
ambros@fvet.uba.ar

The objective of this study was to compare

pharmacokinetics of cephalexin administered by the intrave
(i.v.) route to pregnant and lactating goats. Six female preqg
goats received an i.v. dose of 10mg/kg of cephalexin lyairn
115120 days of pregnancy and-2B days after the parturition
Blood samples were withdrawn at mietermined times
Cephalexin concentrations were determined by microbiolog
assay usingvlicrococcus luteu®ATCC 9341 as microorganis
test. Plasma dmosition curves were analyzed by non ling
methods applying PcNonlin software. Lactating goats sho
lower plasmatic cephalexin concentrations than pregnant ¢
The elimination haHife was 0.31 + 0.06 h and 0.37 £ 0.15
for pregnant and lactatingogts, respectively. AUGy was
significantly higher in the pregnant goats (40.70

6.36.9-h/mL) than in lactating goats (24.82 + 4i@h/mL).

Volume of distribution and clearance were significantly sho
in pregnant goats than in lactating goats (0.11 + 0.01 I/k
0.22 £ 0.08 I’/kg and 0.025 * 0.03 I/kg-h vs 0.42 + 0.09 I/k
respectively). These results show that pharmacokinetic
cephalexin changes slightly in pregnant and lactating goats.

from the slope of the linear graphs of Q cumulati
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PATTERN OF TRICLABENDAZOLE SOLUBILITY AND pH-COMPATIBILITY OF

ACCUMULATION IN LIVER FLUKES ( FASCIOLA
HEPATICA) COLLECTED FROM TREATED
SHEEP

Ceballos L., Moreno L., Alvarez L., Lanusse C.

Laboratorio de FarmacolagiFacultad de Ciencias Veterinari
UNCPBA, Tandil, Argentina. CONICET. E-mail:
ceballogvet.unicen.edu.ar

The fluckicidal compound triclabendazole (TCBZ) has
complex metabolic pattern that includes the systemic preg
of active metabolitesThe aim of this work was to evaluate tl
relative importance of oral ingestion or transtegume
diffusion in TCBZ/metabolites accumulation intBasciola
hepatica Sheep infected witlf. hepatica(n= 12) were treated
with TCBZ (10 mg/kg) by the i.r. routédt 3, 24, 48 and 60 |
posttreatment, animal was killed (h= 3) and plasma, bilefan
hepatica samples were obtained. TCBZ/metaboli
concentrations were measured by HPLC. TCBZ sulphoj
(TCBZSO) and sulphone (TCBZ$the only molecules foun(
in plasna. These metabolites were also the main anal
recovered inF. hepatica with low TCBZ concentrationg
detected at 24 h pesieatment. However, TCBZ, TCBZS(
TCBZSGO, and hydroxiTCBZ were found in bile of treate
sheep at all sampling timeRlasma samles were collected (PK
study) and analysed by HPLThe similar concentration pattet
observed for TCBZSO and TCBZ$@ plasma andr. hepatica
may indicate that the oral ingestion is an important route of (
entry into the trematode when the assessrigsedbne undem
vivo conditions.

SACCHARIN SALTS OF FLUOROQUINOLONES
Romafiuk C, Manzo R, Olivera M*

Departamento de Farmacia, Facultad de Ciencias Quimi
Universidad Nacional de @doba. Ciudad Universitaria, 500!
Coérdoba, ArgentinaE-mail: *meoliver@fcq.unc.edu.ar

Fluoroquinolone Saccharinates @S3Cs, P060105581) ar@ew
salts of FQs regarded apharmaceutical alternativeShey have
demonstrated an improvement in their ordgypiic properties wher
evaluated in animals and humans. The aim of this work wg
study aqueous solubility angH compatibility of thesaccharinate
salts of the FQs norfloxacin, ciprofloxacin and enrofloxaciorder
to establish their utility as pharmaceutical alternatives.
Solubility studies were comparatively conducted at 25 °C in W
and also at pH values embracing intestinal rgfrgen 4 to 8)and
compared to FQs. From 10 &®20 % of the SACpreseh in
aqueous saturated solutonf FQ-SACs was neutralized with
NaOH. Solid phase in equilibrium was characterized by FTI}
determine the controlling solubility species.

FQ-SACs ares-20 timesmore soluble in water than their respect
FQ precursorrad yield saturated solutions whose pH is highan
that of the respective hydrochlorides3{4.6). Solubility of FQ
SACs decrease with pH increadellowing the same patter
observed with the precursors. However, close to neutraléye
minimum solulility is observednorfloxacin and ciprofloxacisalts
are more soluble than expected. This behavior can be explain
ionic pair formation and may occur at intestinal pHs in witiih
FQs are absorbedlhe increase observed in the solubility allo|
enlaging formulation possibilitieand might have an impact in t
in vivoamount of drug dissolved at intestinal level.
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NOVEL MUCOADHESIVE TABLETS FOR
TREATMENT OF ORAL CAND
VI VO6 6 EVALUATI ON

BIOPHARMACEUTICAL PERFORMANCE.

Llabot J., Manzo R., Allemandi D.

Departamento de Farmacia, Facultad de Ciencias Quimicas
Universidad Nacional de Cérdoba. Ciudad Universitaria,
Cdrdoba, Argentina E-mail: jmllabot@fcq.unc.edu.ar

Mucoadhesive tablets containing nystatin (10 mg), w
evaluated in vivo. The assays were carried out with 12 he
volunteer and the concentration of nystatin in saliva

determined at different times. Tablets remained attached t
buccal mucosa durn270 min. No evidence of ulceration

bleeding was observed. Typical appearance of intact by
mucosa was seen before and after contact with the tablet
tablets were well accepted by the volunteers. Concentratiq
nystatin in saliva was severdmes higher than MIC over

period of approximately 4.5 hours, which was in agreement
the behavior observed in vitro. These results permit to infer
the administration of this mucoadhesive tablets could
advantageous compared to conventionalmfdations and
mucoadhesive extended release tablets might produce

therapeutic performance than conventional formulations in
treatment of oral candidosis.
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IVERMECTIN AND NITROXYNIL CO -
ADMINISTRATION IN SHEEP: EFFECT OF BODY
CONDITION ON THEIR KINETIC DISPOSITION
Moreno L., Bistoletti M., Lifschitz, A., Alvarez L., Lanusse
C.

Lab.de Farmacologia, Fade Ciencias Veterinarias, UNCPB
Tandil ArgentinaCONICETE-mail Imoreno@vet.unicen.edu.g

Ivermectin (IVM) is an endectocide compound from

avermectin family. Nitroxynil (NTX) is a trematodiat
compound. Combination of different drug molecules is
modern and challenging approach in parasite control. The
of the present work was to study the plasma disposition of
IVM and NTX after subcutaneous (SC)-administration to
sheep with diffeent bodyconditions Two groups (n=8) of
sheep with statistical different body weidfféit and thin)were
treated withNitromecti® (IVM 200 pg/kgand NTX 10 mg/kg)
by the SC route. Bbod samples were collectag to 60 days
posttreatmentand plasma concentrations of/M and NTX
were determined by HPLCIVM and NTX were well absorbe
after its co-administration. Higher IVM plasma concentratio
were measured ifithind sheep compared to h éato group.
However NTX plasma concentratienin the thin were lower
thanthese measurdd fat group.A large volume of distributior
(IVM) and high plasma protein binding (NTX) help to expla
the observed pharmacokinetic differences for these drug
animals with differenbody condition.
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COMPARATIVE ALBENDAZOLE SULPHOXIDE
PHARMACOKINETICS AFTER SINGLE ORAL
ADMINISTRATION OF THREE DIFFERENT
FORMULATIONS IN DOGS.

Dib, A.Y, Palma S2* Suarez, G!, Farias, C? Cabrera, Al
Castro, S?* Allemandi, D.2*, Moreno, L. ** Sanchez Bruni
s34 Lanusse, C34

LUniv. de la Republica, Urugua%*, Universidad Nacional d
Cérdoba, Argentina, -®niversidad Nacional del Cent
Argentina4-CONICET.email:ssanchez@vet.unicen.edu.ar

New therapeutics alternatives using Benzimidazole comp
are being studied to improve posology and antiparasite eff
The aim of this work was to compare plasma pharmacoki
(PK) profiles of three different oral Albendazole (ABEase
formulatons in dogs. Nine animals were randomly divided
three groups and two phases (incomplete block dedrigse
(n=9): Group | (formulation A):received 25 mg/kg of AB
conventionally formulatedGroup Il (formulation B)receiveg
25mg/kg of a modifie ABZ formulation (poloxamersolid
dispersion). Group Il (Formulation C) received Albendazo
Sulfoxide (ABZSO) (equimolar dose). After 21 days of wasik]
period the experiment was repeateadPhase Il Blood sample
were taken over 24h and subseqlyerdnalyzed by HPLC
ABZSO and ABZSQ were the analytes recovered in plag
Significant(P<0.001) AUC values (+500%) and Cmax (+487|
for ABZSO, were obtained for the formulation C when statis
compared with A and B. However, no statistical difference
PK parameters weréound between A and B formulations.
conclusion formulation Cshowed thebest trend as potent
antiparasite activity.
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EVALUATION OF PHARMACEUTICAL
BIOEQUIVALENCE AND ANTHELMINTIC

EFFICACY FOR DIFFERENT ALBENDAZOLE
GENERIC FORMULATIONS IN PARASITIZED
SHEEP

'Suarez G.,’Alvarez L.,°Castells D.,*Faggiolino P.,’Correa
0.,%Lanusse C.

lUniversidad de la Republica, Montevideo, Urugu
2L aboratorio de Farmacologia, FCV,UNCPBA, Tandil,
Argentina y CONICET, ArgentindSecretariado Uruguayo d
la Lana, UruguayE-mail: gsuarez@adinet.com.uy

Albendazole (ABZ) is a broasgpectrum anthelmintic dru
widely used irhuman andseterinary medicine. The aim of th
work was to evaluate the bioequivalence and anthelm
efficacy of four different generic formulations of ABZ in she
parasitized withresistant nematodes. Fifty parasitizieanbs
were divided into five groups (n=10): Untreated control
treated groups A (reference), B, C and D. Treaeimals
received different ABZormulations(5 mg/kg).Plasma sample
were collected over3 days postreatment and dru
concentrations measured by HRIX®e efficacy of the differen
treatments was estimated by faecal egg counts reduction tg
(FECRT). No bioequivalence was observed between
reference anaither B or D generic formulation¥he FEECRT
rangedbetween 3Gnd59%. Tre study demonstrated a lack
bioequivalence for some of the generic ABZ formulations u
study, which are commercially available for use in sheep.
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INFLUENCE OF PREGNANCY IN THE

PHARMACOKINETICS OF INTRAVENOUS

CEFQUINOME IN GOAT

Litterio N*, Lorenzutti M*, Himelfarb M, Zarazaga, M P *,

San Andrés MI**, Boggio JC*.

8 Universidad Catolica de Cordoba,. Céat. Farmacolog
ispo _ Trejo 323. 5000. Caoba, Argentina.

nlitterio@ucc.edu.ar (**gUniversidag Complutense de Madr
Dpto. de Toxicologia y Farmacologia

Cefquinome (CFQ) is a fourth generation cephalosporin t|
was used in this study to assess its pharmacokinetics (PK
pregnant goats, drtheir distribution to the fetus in the calving
Two groups of six Anglo Nubian goats were used; G1 wi
pregnant animals for four months, and G2 with non pregn;
goat. All the animals were given CFQ (CobaCtév, 4.5%) at
2 mg/kg IV and were extractddood between the 2 minutes tq
48 hours postadministration. It was expected the birth in |
G1 to administer CFQ at 2 mg/kg IV 30 minutes prior to
caesarean section, and take samples of maternal bloedn(gre
postadministration), fetal blood (umbilicatin), amniotic fluid
and placenta. Samples were analyzed by HPLC/uv. Pcno
4.0 was used, by compartimental analysis. Results indicate
PK parameters of distribution and elimination in G2 we
similar to happened in other species and significalatlyer
than that observed in G1 (
min; MRT= 675450 min). Probably this is due to th
hemodynamic changes, such as venous stasis by the preg
of one or more fetuses, and the increased body watel
maternal tissues that ags in late pregnancy. Moreover, wer{
not detected CFQ in fetal blood or amniotic fluid. The natu
hydrophilic the CFQ limit his passage to the fetus, leavil
circulating in maternal blood, for longer than Aamegnant
females. This will have a positivdfect on the antimicrobial
therapy with CFQ in a pregnant goat.
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INTERACTION BETWEEN EUDRAGIT E100 AND
DEXAMETHASONE PHOSPHATE

Guzman M.L., Manzo R.H., Olivera M.E.

Departamento de Farmacia, Facultad de Ciencias Quimicag
UNC. Haya de la Torre y Mdda Allende Ciudad

Universitaria (5000) Email:*meoliver@fcq.unc.edu.ar

The aim was to study the interaction between the component
complex formed by a cationic methylmethacrylate polymer (Eud
E100) ad dexamethasone phosphate (DmP). Solid dispersio
various drugo-polymer weight ratios were prepared by a
granulation method. Similarly, DrdBaded hydrogels with the san
composition were prepared and characterized. Variable amou
HCI were $ed to increase aqueous compatibility. The compl
were studied in solid state (PRXD, DSC, FTIR, solubility) as we|
in dispersion (release in Franz cells, NaCl ftitration) to estal
affinity and type of interactions. No residues of crystalline Card?
present in the solids. The phosphate groups of DmP are ion
linked to the dimethylamine groups of Eudragit E100, and shg
high affinity. The dispersions are clear and allow obtair
concentrations of DmP far above its solubility with final [#45.
They show slow and prolonged release (zero order kingtiggjo
upon contact with physiologic simulated fluid. The interac
between Eudragit E100 and phosphate groups is stronger thg
observed in systems whose acidic moieties were caib@gitls.
From thein vitro studies, the systems are interesting for the desi
formulations for topic (ophthalmic, skin, oral mucosa) administra
In particular the 12:87.5% (DmP): 2&5% CI compositions can b
designated for further investigation.
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INTERPOLYELECTROLITE -DRUG COMPLEX
NANOPARTICLES AS BASIC DRUGS CARRIER.
Palena, M, Allemandi, D., Manzo, R. JimeneXairuz, A, Dpto.
de Farmacia, Fac. de Cs. Quimicas, UBiQdad Univesitaria,
X5000HUA CérdobaE-mail; alvaro@fcg.unc.edu.ar

The aim of this project was to obtain polyelectrolyte/dr
complex nanoparticles (NP). With this purpose
polymethacrylates, one anionic (eudragit L100 (EuL) and ¢
cationic (eudragit E100 (EuE)) were selected to prepare |
complexes with the model drugs )(Catenolol and propranolo
Aqueous dispersions of the obtained particles were subject
physicochemical characterization and in vitro release stu
Aqueous dispersion of EuL was neutralized with D and diffe
proportions of EuE were added to dbta(EuL-Dsy-EUE)

complexes (the subscript indicate the mole% of -Eatboxylic
groups neutralized with D or EUE, x=25, 50, 75, 100%). NP \
characterized through ultracentrifugation, optical density,
potential, light scattering, microscopy and pH deteations. In
vitro release was performed in Franz cells with synth
membranes and water or saline solution as receptor media
capacity of NP to be loaded with D increases from 57 to 80
with increase in the proportion of EUE but their physitabitity

decreases. D release from NP is slow when water is the re
medium but it rises when saline solution is used. The rate
anomalouskinetic remain unchanged with EUE and D proporti
are modified. At present, permeability essay in evertad
intestine are being performed. This system of NP has pot¢
properties to be used as D controlled release carriers.

BIl -47

SALT FORMATION DURING COGRINDING OF
ENROFLOXACIN WITH SACCHARIN

Romariuk C., Manzo R., Olivera M.

Departamento de Farmaciachltad de Ciencias Quimicas,
Universidad Nacional de Cérdol@ziudad Universitaria, 5000
Cordoba, Argentingg-mail: *meoliver@fcqg.unc.edu.ar

Fluoroquinolone saccharinate salts -080105581) arg
pharmaceutical alternatives of fluoroquinolones presen
sweet taste to improve its palatability. The necessity of

amounts of hot water limits the convenience of the prepard
method. The purpose of this work was to investigate
mechanism of salt formation during cogrinding of sg
reactants. Enrofikacin saccharinate salt was used as a m
compound. Cogrinding in a ball mill of anhydrous sa
reactants was studied. Coground samples were analyze
FTIR, XRPD, DSCTGA at regular intervals from-8 h and
compared with enrofloxacin saccharinate oigd from
solution method to establish amount and kind of interacti
The extent of salt formation during cogrinding was quantif
by DSC and indicates the quick formation of the salt wit
faster rate in the early stages of the process with notHass
45% of the salt formed after 30 min. The reaction

completed after 6 h. The solid obtained is a polymorph of
obtained from solution. This method yields enrofloxal
saccharinate in a faster and cheaper way since solven
boiling are not neded and the synthesis is completed in a sir
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SOY PROTEIN POLYMERS AS VEHICLE OF
FUNGI NEMATOPHAGOUS

Sagiiés M., Saumelft C., Purslow? P., FernandeZ S., Fusé
L., Iglesias'L., Fiel*, C.

'Area Parasitologia y Enfermedades Parasitarias. Facul
Ciencias Veterinarias, Universidad Nacional del Cent
Buenos Aires. Tandil. Paraje arroyo seco s/n. Argentin{
Universidad de Guelph. Depto de Patobiologia. Canada.
E-mail: federica@vet.unicen.edu.ar

Soy proteins polymers have a great potential arrolled
release system (CRS) for active compounds, such as nutr
medicine and they also could be used therapeutically.
purpose of this trial was to evaluate the predatory capacit
Duddingtonia flagransincluded in a soy mtein polymers
formulation; determine the fungi release from polymers and
suitable physic structure for bucoesophagic probe administr
in ovine. The result showed that polymer formulation did
affectD. flagrans predatory activity and the fungelease was
successful. Therefore the use of soy protein polymer as ve
of nemat ophagous fungi int
control could be the base for a potential biodegrad
pharmaceutical formulation.
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PHARMACOKINETIC VARIABILITY OF

LOPINAVIR IN HIV INFECTED CHILDREN

Bramuglia GF', Curras V% Hocht C% Hegoburu M?,
Niselman V2, Mecikovsky D’ Bologna R, Bellusci C
Mangano A%, Sen L4, Rubio MC™. *

Catedra de Farmacologi#Catedra de matematica, Faeudltde
Farmacia y Bioquimica, UBA; 3Servicio de Contrd
Epidemiolégico e Infectologidl.aboratorio de Biologfa Celul
y Retrovirus, Hospital de Pediatria Garrahan.

Lopinavir (LPV) is a protease inhibitor used in the treatmen
HIV-1 infection. A large inter-patient variability in the
disposition of this drug has been reported. The aim of this V
was to study LPV plasma levels variability in HIVinfected
children treated with lopinavir/ritonavir (LPV/r)37 patients|
(rangal: 1.519 yeas old) treated with LPV/r (Kaletra, Abbott
capsules or solutiewere included. 70 LPV plasma levels we
measured using HPL-OV (33 peak and 37 through levels).
great intesindividual variability in LPV levels was observe
(CV trough: 160.9%, peak: I24%). LPV levels showed n
statistically significant differences after the administration
any of both formulations. Eight patients showed through le|
< 1 pg/mL. We studied the relationship between C34
MDR1 polymorphism in exon 26 ad LPV PK. Ratis with T/T
genotype showed higher LPV levels in comparison with C/]
C/C genotype. The high variability in LPV levels suggests
TDM of LPV may be advisable in children. No differences w
observed in LPV levels using liquid or solid formulatioh.
relationship between LPV PK and MDR1 polymorphism
exon 26 was observed.
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PHARMACOKINETICS AND T>MIC OF
AMOXICILLIN -CLAVULANIC (AMX -CL) ACID

IN MILK OF LACTATING DAIRY COWS WITH S.
aureusSUBCLINICAL MASTITIS
Lucas, M.; Moncada Céardenas, A; Machetti, L.;

Lambertini, A.; Mestorino, N.; Errecalde, JCatedra de
Farmacologia. Facultad de Cs Veterinarias. Universid
Nacional de La Plata.CC 296, 1900, La Plata. E-mail:
marianaflucas@gmail.com

Six Holstein lactating cows with subclinical mastitis caused
S. aureuswere selected. Each quarter of all cows receive
intramammary (IMM) infusions of AMXCL (200-50 mg6 mL)

with a 12 h interval. Quarter milk samples were colleciedil
96 h after3™ administration Concentrations were measured
microbiological assayPK analysis was by necompartmental
method. Experimental design was a factorial ANOVA applie
rank transformed data. The purpose was to evaluate the €
of the sanitary stas of the quarters (SS): mastitics quart]
(n=8) vs healthy ones (n=16) and the level of milk produc
(LP): quarters of higiproducing cows (n=12) vs loywroducing
cows (n=12). LP had a significant effect on f%nd MRT,
which were higher in quarters lmw producingcows £<0.05).
The MICy, for AMX-CL 4:1 was 8ug/mL and the T>MIG,
was higher in quarters of leproducing cowsThe LP modified
the AMX-CL PK profile and it could be a determinant factor
bactericidal efficacy.
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PLASMATIC DISPOSITION OF FLORFENICOL

IN GOATS.

Himelfarb M. 2, Lorenzutti M? Errecalde C°, Prietto G°,
Litterio N @ Boggio JC?

@ Universidad Catélica de Cordoba,. Cat. Farmacolog
Veterinaria. Obispo Trejo 323. 5000. Cdérdoba, Argentin
jcboggio@ucc.edu.af”’ Universidad Nacional de Rio Cuarto
Cat. Farmacologia Veterinaria.

This study has the objective to determine the relati
milk/plasma of the florfenicol given byntravenous (I1V),
intramuscular (IM), and intramamary (IMM) routes in
lactating goats. It has been performed a coves
experimental design to the thremutesof administration usg

6 lactating goatsA single 20 mg/kg dose of Florfenico
(Microflud®, Vetanco, Bs. As., Argentinayas administered
by the IV and IMroutes and600 mg per mammary halbr
the IMM route.The plasma and milk samples were collected
regular intervals Florfenicol was cuantified by HPLC. The
data of plasmatic and milk concentration of florfenicol we
analized on a noenompartimental model The florfenicol
demonstrated, by everputes a very important diffusion, the
concentration in milk, in relation to the plasma, is notable af
the IV and IM administrationindicatedby the high relation
AUC,ii/AUCpjasma Of 7,4 and 2,35 for these route
respedvely. By the IMM route an important passage from
milk to plasmawas observedn everyroutesof administration
it was obtained higher milk concentratiorthan the MIC
(minimium inhibitory concentration) for Staphybcoccus
aureus(0,5 ug/ml), the maimmastitis causingpathogen until
72 hs (for the IV and IM) and 120 hs for the IMM route.
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TYLOSIN PHARMACOKINETICS IN HEALTHY
BEEHIVES (Apis mellifer AFTER SUMMER
ADMINISTRATION

Huber, B.; Quintero M.; Grave E.; Mestorino N.; Errecalde
J.O.

Céatedra de Farmacologia. Facultad de Cs. Veterinarias|
Universidad Nacional de La PlataCC 296, 1900 La Plata.-€
mail: barhuber@gmail.com

Tylosin (Tyl) exhibits better results than other macrolides
susceptibility in vitro tests withPaenibacillus larvae subs
larvae A field experiment was carried out to determine
pharmacokinetic profile of Tyl among bees, young and o
larvae and hioey following oral dosing to adult bees in summ
Six healthy beehives were administerd with powdered S|
added with tylosin at a target dose of 600 mg. Samples |
collected from the breeding chamber at different times fron
hives. Tyl concentratits were determined by microbiologic
assay. The pharmacokinetic analysis was performed
WinNonlin Professional 5.2. Thelimination half life ( T i |
was longer in young larvae than old lanmees groups
Althoug it should be noted that T>MIC was 7 dap young
larvae and 14.5 days in old larvae. Those findings suggesi
the drug stays long enough in the target infection, explai
therapeutic efficacy. High levels of residues in honey and {
persistence showhat Tyl must be usedautiously inhoney
production.
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ACTIVIDAD IN VITRO Y DIFUSION
INTRAPARASITARIA  PARA OPTIMIZAR Y
SELECCIONAR POTENCIALES AGENTES
ANTIHELMINTICOS PARA ESTUDIOS IN VIVO
Munguia B., Espinosa R., Andina MJ., Mendina P., Saldafig
J., Manta E., Dominguez L.

Facultad de Quimica, Universidad de la Republtantevideo,
Uruguay. munguia@fq.edu.uy

En un trabajo interdisciplinario, blsqueda de nue
antihelminticos de amplio espectro, se obtuvieron derivadg
2-amino3-valerolactana, mas activos contra nematodbl
brasiliensis L4) que albendazol (ABZ, patrén de amp
espectro), e inactivos contra cestoddegocestoides vogae
ambos modelos in vitro desarrollados por nuestro grupo
disefia y sintetiza farmaco con estructura aniat partir de
derivado de la seria y-2amincABZ; y se investiga el estudi
uptake ex vivo como herramienta para la optimizacién quil
de este potencial agente antihelmintico. En este trabaj
presenta la puesta a punto y comparacion de dos metao
de clareo y extraccion de muestras (homogeinatos parasita
en fase solida y liquidbquido, para el estudio de difusid
intraparasitaria, usando como matriz el cestbtdorogae (syn
corti). Con la metodologia optimizada para ABZ, su metabq
ABZ-SX y un nuevo derivado el terbutitdko-1-(2-oxo-2-(6-
(propiltio)-bencimidazoi2-amino)etil)piperidir3-carbamato
(Producto 1), se realiza el estudio comparativo de la velog
de difusion intraparasitariaTambién se estudian aspect
fisicoquimicos (pofilia, estabilidad quimica) de los farmac
mencionados.Nota: parte de este trabajo fue presentado e
Congreso Argentino de Protozoologia, 206®sario
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LIMONENE: DIFFERENT MECHANISMS OF
ANTIPROLIFERATIVE AC TION ON A

LYMPHOMA CELL LINE.

Manuele, M G; Davicino R; *Barreiro Arcos M L; Ferraro
G; *Cremaschi G and Anesini C

Instituto de Quimica y Metabolismo delrf@co (IQUIMEFA
CONICET) y *Centro de Estudios Farmacoldgicos y Botanic
(CEFYBO-CONICET).Junin 956, Zpiso 1113. Buenos Aires,
Argentina. Email: canesini@yahoo.com.ar

We demonstrated previously thi@dhonene (L)increased tota
nitrites of amurine ymphoma cell line (BW5147). The aim

the study was to analyze the effect of limonene on

proliferation (by tritiated thymidine uptake) and nitric oxi
(NO) (by Griess assay) studying the participation of ERK
P-38 pathways. Results were expezsas Mean + SEM of thre
experiments made by triplicaté<0.05 (respect to basal)
P<0.05 (L alone and L+ inhibitors)(ANOVA+Dunnett
Proliferation (cpm): Basal: 2008 = 224 L 40 pg/ml: 1169 +
50% + L-NAME: 1369 * 40 *; + Inh ERK:1787470* ; + Inh
P-38: 1814+ 22*; + Mewalonic (Mev) 1150+110; L150 pg/nl:

1060+ 21; + ENAME: 1308 = 100*; + Inh ERK: 1144 + 100;

Inh P-38: 1261+ 66*; + Mev: 1614 +119NO (mM): Basat

0.000011 + 0.000001; 40 pg/ml: 0.00077 + 0.00007 + L-

NAME: 0.000L1 + 0.00001*; + Inh ERK: 0.00012 +0.00001
+ Mev: 0.00070 *0.00007; 150 pg/nk: 0.0006 + 0.00006; 4
L-NAME : 0.00025 + 0.00002*; + Inh ERK: 0.0005 * 0.000(
+ Mev: 0.00018+ 0.00001* At low concentrations lactivated
P-38, and ERK viandincreasedNO by induction of INOS ang
NOS activation. High concentrations inhibited ERK via @
increased NO by NOS activation
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EFFECT OF RUTA SSP. IN SMOOTH MUSCULE
OF THE RAT.

Grigorjev, C., Brizuela, N.

Departamento de Farmacologia, Facultad de Cienéticas,
Universidad Nacional de CordolBanta Rosa 1085, 5000
Cérdoba, Argentina. #nail: cgrigorjev@hotmail.com

Ruta graveolens L. and Ruta chalepensisre plants used i
folk medicine as antispasmodics, digestive and for intes
gasesAnimals used as experimental model were Winstar
adult females, clinically healthy and with a weight average
250 g. We used strips of stomach and duodena. Each one
segments mounted on two stirrups in a bath of organ iso
with Ringerlactate solution, at 37° C , pH: 784, and bubbled
with 95% 02, 5% CO2. One of the stirrups was conne
vertically to the bottom of the bath and the other to a transd
of tension connected to a Beckman polygraph. We applied
mgs of basal tension. f&r the stabilization, thesthanolic
extract of Ruta sspvas added in increasing doses.

At 5¢l / ml the tone | ower 2
in sthomach. However at 10
respectively. In the other paramethers thepldode decrese
only in the stomach at do
intestine no changes wer e
amplitude change in both organs ( 60% in small intestine,
75% in sthomach).

In the frecuency the change were differenth@ $mall intestine
not changes were observed however in the stomach
frecuency dow to 50%.

Rue showed decreased effects on isolated small intestine a
stomach were is dose dependent, maybe we were demonst
the effects digestive of Ruta.
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PANAX GINSENG EFECTS ON ISOLATED

ORGAN OF WINSTAR RAT.

Barberis M.,Guerrini E., Huergo G.Romero Arijén A., vy
Brizuela N. Céatedra de Farmacologia, Facultad de Cienc
Médicas, Universidad Nacional de Coérdob&d6rdoba,
Argentina. Email: nildabrizuela@htmail.com

We studied the effects on tone, amplitude and frequency
contractions induced by Panax Ginseng extiactisolated
smooth muscle. Animals used as experimental model were
of the Winstar line, adult females, clinically healthy and with
weight average of 250 grams. We used strips of stomg
uterus and duodena. Each one of the segments mounted of
stirrups in a bath of organ isolated with Rindgrtate solution,
at 37° C , pH: 7.&.4, and bubbled with 95% 02, 5% CO4
One of the stirrup was connected vertically to the bottom
the bath and the other to a transducer of tension connected
Beckman polygraph. We applied 500 mgs of basal tensi
After the stabilization, the distillate extract of Panax Ginse
was added in increasing sls. Results: Uterus: to dose of 4
pgr/ml the tone increase 81.4%, amplitude increases 5.
frequency decrease 23%. Duodena: to dose ofpd@mli
amplitude decrease 60%, the rest wariables without
significant changes. Stomach: to dose of d@r/ml tone
increases 41%, amplitude decreases 50%, frequency wit
significant changes. Even though constrictors effects
observed on uterus and rat stomabbkcomes necessary t(
realize a greater number of studies to found the relat
between these effects and the used doses.
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EFFECT OF Acacia visco METHANOLIC EXTRACT IN
ACUTE INFLAMMATION IN RAT
Pedernera AM!, Rotelli AE?Y
Calderén CE?, Pelzer LE*

YFarmacologia?Bromatologia. Fac. Qca. Bgcy Fcia. Univ.
Nac. San LuisSan Luis 5700. tguardia@unsl.edu.ar

In previous studies we demonstrated chronic-imfitammatory
activity and antiulcerous gastric activity of methanolic extr
from leaves AWEI) and bark AWEDb) of Acacia visco
(Biocell Vol 28 (3), 2004). In this work we investigate t
effect different dses of these extracts in the acute inflamma
model carrageenan induced paw edema in rat (Winter €
1962). Female Wistar rats were fasted for 24 h, watérn
libitum, and were divided into nine groups of six animals e
and were orally administeredas follows: Group 1
(inflammation control) received vehicle; groups 2, 3, 4 an
received AVEI 25, 50, 100 and 200 mg/kg respective
groups 6, 7 and 8 receiveeMEb 50, 100 and 300 mg/k
respectively and group 9 (reference) received indomethaci
mg/kg. One hour later, all groups were injected in
subplantar region of left hind paw with 0,1 ml/rat
carrageenan tipe IV 2% w/v in saline. Pedal edema
determined by volume difference between the left and r|
paws using a plesthymometer Ugo Bagltaly) at 1, 3, 5 and
7h. The percentage inhibition for each group was calcul
with respect control group. Statistical analysis: ANOVA te
The tested extracts exhibited amflammatory activity,
showing AWEI the highest antinflammatory effet In
conclusion, both leaves and bark methanolic extractscatia
viscoshowed significant inhibition of acute inflammation a
it was dose dependent.

Guardia T!, Guardia
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TOPICAL ANTIINFLAMMATORY ACTIVITY OF
Malva sylvestris L. (MalvaceaeDN CARRAGENIN -
INDUCED EDEMA IN RATS.

Chiclana, C.F, Enrique, A., Consolini, A.E

Cétedra de farmacologia, area farmacia, dpto cs. Biologic{
facultad de ciencias exactas, unlp. La plata, argentina.47
115 (1900) la plata. Argentina. dinamia@biol.unlp.edu.ar

Malva (Malva sylvestris L., Malvaceads a medicinal plant
frequently used in topical application as a demulcent, hea
antihemorroidal, for skin and mucus. Nevertheless, its tof
antkinflammatory effect has never been demonstrated
preclinical nor clnical tests. In this workthere were prepare|
malva extract creamat5, 10 and 20%rom a 50% decoction 0
malva commercially provided by herboristery. A subplar
edema was induced in rats by injecting carragenin 1%,
afterwards, either malva cream&% indometacine cream (
placebo, were topically applied on the hind paw and covi
until time of measurement. Edema was measured
pletismography at intervals of 60 min during 4 hours, while
respective creams were-applied during each intervaResults
were expressed as the relative increment in paw vol
pV = (WA % (at t time vs. initial), and they were compart
by a twoeway ANOVA (F= 2.901, p=0.0247, df: 4 fo
treatments) and-posteriori testsA significative inhibition of
the edema(from 38.7A48.7% to 23.%4.7%) was obtained with
the 5% malva cream regarding the placebo, and the effe
malva was higher than that tife 2% indometacin cream. Th
results give support to thepical antiinflammatory effect o]
malva on the skin, and to the indication of this plant in Ig
inflammation.UNLP %4082005/08.
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EFFECTS OF GENISTEINE ON ISCHEMIA -
REPERFUSION IN RAT HEARTS WITHOUT AND

WITH HIGH K *- LOW Ca?'- CARDIOPLEGIA.

Consdini, A.E.%, Ragone, M.I%, Bonazzola, P-.

lcatde Farmacologia, Fac. CExactas, UNLR(47 y 115 La
Plata), and 2NINCA, Fac. Medicina, UBACONICET
(M.T.Alvear 2270, BenosAires). dinamia@biol.unlp.edu.ar
Genistein (Gen) is a phytoestrogieom soya beans, which is
thought to decrease the incidence of cardiovascdisease
On cardiomyocytes, it was reported that Gen can redyge |
but also to increase cell shortening, to rise the contraction
and increase theascoplasmic reticulum (SR) load hen, it
was evaluated whether Gen can protect hearts from ctldra
failure associated to ischemieperfusion (R) andor modify
the protectioninduced by a 25 mM K05 mM C&'-
cardioplegia (CPG). Isolated rat hearts were perfused
KrebsC (C) and pretreated with C or CPG before exjmsi
to 45 min } 45 min R with C The intraventricular pressure (P
and total heat release jHvere simultaneously measguatin a
flow-calorimeter. Adding 20 UM Gen to C before leduced P
to 70% but not Hin R. A diastolic contracturevas induced
during | (APr: 24.8+10 and start of R27+9 mmHg), which
thenreverted I-APr was higher than in €hearts (p=0.0332-
way ANOVA). Gen alsomprovedP during R (to 123+39% of
prel vs. 64+10% in Ghearts p<0.05) and increaseéfi; (18+3
mW.g*, 145+36% of prd). Contrarily, 20 pM Genin CPG
before | did not changaPr, P (7&6% of prel vs. 79+14%)
nor H (19.545 vs.17.3+3.5mW.g%) in R (n=4, NS vs.CPG
hearts). Then, Gen could protecheartsby an effect non
additive to that of CPG, possiblyby increasing theSR C&*
load duringR. X-408 UNLPR2005/08,PIP 6024/05.
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ANTIOXIDANT AND APOPTOTIC PROPERTIES
OF HEDEOMA MULTIFLORUM BENTH,
(TOMILLO SERRANO) .

Dadé,M2, Fioravanti,D.? Schinella,G?3and Tournier,H.?®
ICUFAR Z2Céatedra de Farmacologia Basica. Facultad
Ciencias MédicasUNLP 60 y 120, La Plata,ArgentimCIC-
Pcia Buenos Aire€-mail: martindade26 @hotmail.com.ar

In the present work we assessed theoaittant activity AA)
andthe cytotoxidaty (CT) of an etract(TS) of H. multifloruma
Benth (Lamiaceag)an Argentinean plant used popularly
digestive Herbal bags were commercial products fromarket
of Villa de las Rosas, Cérdoba, Argentin®A was assesse(
using different experimental model&S reducel the Fe**in the
FRAP assayg58ascorbic acickq/ mg dry extract) andhowna
high scavenging capacity in the ABTSand DPPHtests(1.60
pmol and 0.77 mol Trolox equiv/ mg dry extract respectively
When tested irrat brain homogenates at a concentration
100pg/ml, TS inhibited significantly (58%) the lipid
peroxidation measured as TBARS productidatal phenoland
flavonoid contentof TS (1.05 pmol . caffeic acid and 0.]
pmol eq. rutin/mg dry extract respectivelygredeterminedCT
of TS was assessed on PMN cells by the MTT as3&.
(100ug/ml) decreasedhe cell viability by 34 % after 3 h
incubation. Using different flow cytometry methods \
measured: a) the exposurensémbranehosfatidil serine by thg¢
binding of Annexin VFITC (26.1+ 5.1%) bYXhe mitochondrial
membrane integrity by DIO® (3) retention (29.9 + 8%) and
c) the development of hypodiploid nuclei by propidium iodi
(18.2 £3.2 %. Weconclude thathe H. multiflorumextract is an
important source of compounds with antioxidaativity and
showsapoptotic activity on humaneutrophils.
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EVALUATION OF GASTR OPROTECTIVE
EFFECT OF Solidago chilensiEXTRACTS
Bucciarelli A., Skliar M.1.

Laboratorio de Farmacognosia, Departamento de Biolog
Bioguimica y Farmacia, Universidad Nacional del S{&000)
Bahia Blanca, Argentina. -Bnail: mskliar@uns.edu.ar

Solidago chilensisMeyen is a native species from Sol
America, widely used in the popular medicine of differ
countries. The aim of the present study was to assess
gastroprotective activity of different fractions (ethyl acetate
mg/kg, butanolicc00 mg/kg and aqueous 500 mg/kg) obtai
from the capitula of the plant in mice subjected to
experimental model of ethanmiduced gastric lesions. Th
control group received vehicle, the reference control group
treated with omeprazole and the gning groups were give
the corresponding extract. All the animals received absg
ethanol as necrotizing agent.

Gastric lesions in groups receiving pretreatment with  ext
and omeprazole were reduced to varying degrees as com
with control graip (P<0.05). Ethyl acetate was the most act
fraction, which showed a gastroprotection of 99.5
Phytochemical assays revealed the presence of flavon
These data suggest that the activity could be due, at least f
to their presence. The preciseechanism of action of th
extract is unknown. Further studies are needed to elucidat
active principles and mechanisms involved in this activity.
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ANTIOXIDANT ACTIVITY OF ARGENTINEAN
MEDICINAL PLANT EXTRACTS

G. Haag®, M. E. del Valle®, S. Debenedettf, H. Tournier 2,
G. Schinelld

ICatedra de Farmacognosia. Facultad de Ciencias Exactas.
UNLP. 2Céatedra de Farmacologia Basica. Facultad de Ciend
Médicas.UNLP- CIC - La Plata, Argentina. Enail:
schinell@uv.es

Naturally occurring antixidant compounds can reduce t
harmful activities of free radicals on cells and tissues.
present work assessed the antioxidant capadk@) (of
dichloromethaneCM) and methanolicNl) extracts obtaine
from 19 native plants from Argentin&entiandla parviflora,
Gailliardia megapotdmica radiata, Gailliardia cabrerag
Gailliardia megapotamica scabiosioides, Bahunia candicg
Pellaca flavens, Baccharis crispa, Achyrocline satureoig
Equisetum giganteum, Gentianella achalensis, Lip
turbianata, Rerocaulon polystachium, Terminalia austral
Terminalia triflora, Picrosia longiflora, Macfadyna unguati,
Adesmia bicolor, Lippia germinata, Proto ushesing as
experimental model the scavenging of DPPH and ABT}
stable freeradicals. Total phenol content of extracts W
determined. All extracts were able to bleach the radicals in
range of 21820 eq Trolox/mg dry extract. There was a v
good correlation between the phenol content and Ale
(P<0.01). TheM extract of T. australisexhibited the highe#AC
(862 and 1822 eq Trolox/mg dry extract for DPPH and AH
respectively) DCM extract ofP. usneashowed a high trappin
activity on ABTS. (767 eq Trolox/mg extract). Our resy
permit to suggest that the extts fromT. australisandP .usnea
are important sources for the isolation of compounds wit
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STRUCTURAL BASIS OF THE ANTI -
INFLAMMATORY ACTIVITY OF QUERCETIN:
INHIBITION OF THE 5 -HYDROXYTRYPTAMINE
TYPE 2 RECEPTOR

Rotelli AE?, Aguilar CF2, Pelzer LE.
'Farmacologia,’Biologia Molecular Estructural. Fac. QByF. |
N San Luis. Chacabuco y Pedernera (5700) San Hiisail:
arotelli@unsl.edu.ar

The antiinflammatory activity of quercetin was evaluat
through serotonin induced rat paw edema. The experin
showed that quercetinall an important effect on acu
inflammatory processes. Docking of serotonin and querg
into the homology model of the-Pydroxytryptamine type 2
receptor allowed to analyze the structural basis of the
inflammatory activity. Paw edema induced byosenin: Wistar
rats (200250g), divided into groups of six animals received
ip: saline (control); quercetin 80 mg/kg. One hour later,
animals were injected in left paw with serotonin 0,01%. Ed¢
was measured at 30, 60 and 120 minutes usin
plethsmometer. The thredimensional model of serotoni
receptor was constructed with MODELLER 9.4 using
templ at e t he crystallogr ag
Adrenergic G Proteitoupled receptor (PDB dataset 2RH
The docking of serotonin and quercetimere done using
AUTODOCK 4 (Scripps Res Inst. La Jolla, Cal.). Quercg
showed antiinflammatory activity against the inflammat
induced by serotonin, with inhibition percentage
inflammation of 35%, 38% and 44% at 30, 60 and 120 miny
respectively Results showed that serotonin and quercetin
in the same region of the active site with a similar bind
energy but quercetin has a much bigger inhibition cons

great total antioxidant activity and potential use | Therefore, it seems possible that quercetin may act as a n
pharmacological tools. inhibitor of the reeptor 5HT, blocking the acute inflammatio
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DEHYDROLEUCODINE AMELIORATES CAPSAI
CIN AUGMENTED ACETIC ACID -INDUCED
COLITIS

Wendel G*, Maria A? Giordano O°, Pelzer L~
¥armacologia y’Quimica Orgéanica, Facultad de @uda,
Bioquimica y Farmacia, Universidad Nacional de San Lu
Chacabuco y Pedernera. (5700) San Luis. Argentinenai:
gwendel@unsl.edu.ar

Dehydroleucodine (DhL), a sesquiterpene lactone of
guaianolide type, isolated frodrtemisia douglasian®8esse,
shows pharmacological cytoprotective effect in experimen
colitis. In the present study, the role of capsas@nsitive

neurons in the cytoprotection of DhL on experimental coli
was evaluated. Rats were treated with capsaicin 20, 30 an
mg/kg, on three consecutive days, a regimen shown to ab
primary afferent neurons. Colitis was induced two weeks Ig
by 2 ml 10% acetic acid. Colon rats received saline, acetic a|
or capsaicine alone. Another group of rats received DhL 1
prior to damag induction. Rats were sacrificed 24 hr aftq
damage induction, the colon isolated and damage \
guantified by the scoring system of Wallageal. All acetic
acidtreated rats experienced diarrhea manifested as wat
loose stools. Acetic acid inducectensive colonic damage
(8.2 £ 0.58). No damage was obseniadthe colon of rats
treated only with saline or capsaiciibhL pretreatment
significantly decreased the macroscopic damage #.21B4,

p<0.001). Capsaicin pretreatment resulted in significg
reduction of the cytoprotective action of DhL (3.25 + 0.4
p<0.05). Our results suggest that the protective activity of D|
in experimental colitis is mediated, at least in part, through
afferentsensory neurons.

DESIGN OF VALERIANA OFFICINALI STABLETS
USING A COPROCESSING DRY PLANT
EXTRACT

Gallo L.*2 Bucciarelli A.2,Castro S, Pifia J3Bucala V3,
Skliar M. 2, Palma S*? Allemandi D .

lDpto. de Farmacia, Univ. Nac. de CérdoBaudad
Univ.(5000).Cérdoba.’Dpto. deBiologia, Biogca. y Fcia.
3Dpto de Ing.Qca >*Univ. Nac. del Sur (8000) B. Bca, Bs. As|
E-mail: loreana.gallo@uns.edu.ar

Many people suffer sleep problems, and consu
benzodiazepines to resolve this pathology, about this it
been reported thaV. officinalis L. (Valerianacea)possesse
hypnotic activity and few adverse effects.

A solid pharmaceutical dosage formulation usingoael dry
plat extract (NDPE) o¥. officinalisis proposedThe botanical
evaluation of the plant material is presented, it permits a co
identification of the species and guarantees a (
phytomedicihe quality. Physical and mechanical properties
DPE alone and with excipients were studied. Tablets conta
a DPE and common excipients were evaluat®d.officinalis
DPE possesses suitable rheological properties
compressibility, permitting its @s in direct compressior
Formulations like:V. officinalis DPE (300mg), Avicel PH10]
(146mg), Emcompress (146mg), magnesium stearate (8mg
V. officinalis DPE (300mg), Avicel PH101 (146mg), Lacto
CD (146mg) and magnesium stearate (8mg) showed the
pharmaceutical performance.
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INTOXICATION BY ALKALOIDS FROM  Ipomoea
carnea spp. fistulosa IN GUINEA PIGS:
HISTOPATHOLOGICAL LESIONS ON

PANCREAS AND KIDNEY.

Cholich L, Gimeno E, Teibler G, Garcia Denegri E Acosta
0.

Céatedra de Farmacologi Facultad & Ciencias Veterinarias
I UNNE, 3540, Corrientes; Argentina. Tel.: 037835753.
E-mail: lucianacholich@hotmail.com

Intoxication bylpomoea carneén ruminant is characterized b
cytoplasmic vacuolation in cells of organGalystegines (0|
05%) and swainsonine (0, 02%) were isolated in this plant
producei nhi bi ti ogalodc tUo saindda she s |
| y s o s ananedidast respectively. The aim of this study |
demonstrate the toxic effects of the alkaloids present in
leaves of the plant administered to guinea pigs. Histolog
evaluation and lectin histochemigtwas applied to identify
stored specific sugars in cellln the cytoplasm of exocrini
pancreas and renal tubular cells was showed the preser
vacuoles and were identificated lectins such as -£g
(Concanavalia ensiformissWGA (Succinil triticum vigaris),

WGA (Triticum vulgarig and LCA (Lens culinary. This result
is coincident with the lectin histochemistry staining patterr|
the vacuoles described for ruminant and also indicates that
contain Nglycosidically bound oligossacharides.
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Effect on gastric motility of JODINA
RHOMBIFOLIA and PLANTAGO
LANCEOLATA.

Toso R., Toribio M., Boeris M. Centro de Investigacion
Desarrollo de Farmacos, FCV, UNLPam. Calle 5 y 1
General Pico, La Pampa:-r&ail: retoso@vet.unlpam.edu.ar

Hydro-alcoholic extracts oflJodina rhombifolia(Jodina) and

Plantago lanceolata(Plantago), collected in Province of |
Pampa, Argentina, were administered to mice to deter
effects on gastric motility. The time from administratjper os
of barium sulpate until gastric evacuation was observed us
radiography. Neostigmine (0.08 mg/kg) ardyoscineN-

butylbromide (0.05 mg/kg) were administered as refere
drugs. Mice in the control group begamptyingimmediately
after administration. Evacuation waglayed 4 h by Plantag
and 30 minutes by Jodina. Gastric evacuation was in 2 h
Hyoscineand Neostigmine completed evacuation in 15 minuy
Combined administration of Plantago ahfyoscine did not
show differences with mice treated with ortfyoscine but
inhibited the effect of the mice treated with Neostigmine|
conclusion, Plantago has an anticolinergic effect on ga
motility antagonizing the effect of Neostigmine, while Jod
neither showed effect on gastric motility nor pharmacolog
interactions with reference drugs.
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PHARMACOLOGICAL A CTIVITY OF ETHANOLIC
EXTRACT OF URTICA URENS

Marrassini C.2, Mifio J.!, Acevedo C! Ferraro G.
Gorzalczany St

Cétedras de'Farmacologia y*Farmacognosia. IQUIMEFA
(UBA-CONICET), Facultad de Farmacia y Bioguimica, UB
Junin 956 (1113). Buenos Aires, Argentina. sgorza@ffyb.ub

Urtica urens L.(Uu) belongs to the Urticaceae famiyndit is
known with the common ma&mg
fortiga chicad. This is a I
America and also in Europe, Africa, Asia and Australia.
South America, is widely used in popular medé as diuretic,
antirheumatic andor muscular painFor this studythe dred
aerial parts were ground to a fine powder and were extract
maceration with 80% ethanol at room temperature for 24 hg
The extract of Uu was evaluated foantinociceptive activity|
using writhing formalin and hoplate tests in mice. A dosg
related antinociceptive response was obtained in the wri
test at doses betweetD - 500 mg/kg i.p. (percentage (
inhibition 59 to 96%). The extract also inhibited the seco
phase of formalin test7f %) at dose of 100 mg/kg i.p
Furthermore, no significant effect was obtained in theptate
test. The antiinflammatory activity was analyzed with th
carrageenainduced paw edema in rats at doses of 100 and
mg/kg i.p. A significant antiedematogenicedf was obtained g
doses of 300 mg/k2 % of inhibition) no effectwasseen in
the ear edema induddy 12-O-tetradecanoylphorbdl3 acetate
(TPA) in mice. These results indicate that uU hes
artinociceptive and antiinflammatory activitieshat coutl be
support the folk medicinal use of the plant.
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IN  VITRO ANTIFUNGAL ACTIVITY OF
EXTRACTS FROM LARREA DIVARICATA CAV.
(Jarilla) AND BLEPHAROCALYX SALICIFOLIUS
(HBK) BERG (anacahuita)

Dallia S., Montrull H., Brizuela N.

Departamento de Salud y Edwidn. Universidad Nacional d
La Rioja Avda. Menem y Favaloro. 5300. La Riojg
ARGENTINA. E-mail: nilda.brizuela@gmail.com

Larrea divaricata and Blepharocalyx salicifoliusare plants
widely used by the folk medicine in Argentina. Aims: * To ¢
the different extractsLarrea divaricata Cav. (Jarilla) and
Blepharocalyx salicifoliugHBK) Berg (anacahuita). * To us|
dermatophytes causing Tinea Pedis typified (CEREMIC)
isolate and to assess the fungistatic activity. * To evaluatg
fungitoxic activity ofLarrea divaricataCav. andBlepharocalyx
salicifolius extracts against dermatophytes causing Tinea P
Epidermophyton floccocunTrichophyton mentagrophytesid
Trichophyton rubrum This activity was compared with th
action of Ketoconazole and Amphotericin B. Antifungal actiy
of Larrea divaricata and Blepharocalyx salicifolius was
investigated using dichloromethane, methanol, hydroalcol
(Ethanol 70% v / v 30% ater) and aqueous extracts. Our d
suggest thatarrea divaricataand Blepharocalyx salicifolius
extracts contain compounds with fungitoxic potency agaq
dermatophytes causing Tinea PedisEpidermophyton
floccocum, Trichophyton mentagrophytesnd Trichophyton
rubrum
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IN VITRO ANTHELMINTIC EFFICACY OF A

PLANT WITH POTENTIAL ANTIPARASITIC

EFFECT AGAINST GASTROINTESTINAL
NEMATODE PARASITES OF CATTLE AND
GOATS.

Moreno F.1%* Saumell C* ; Gordon L% Wright A.Z%
Benvenutti M.>% Fiel, C#

ICSIRO CSE, Australia?AIMS, Australia;]INTA EEA Cerro
Azul, Mnes; Fac Cs. Veterinarias U.N.C.P.B.A. Tand
Argentina. Email: Fabiana.Moreno@csiro.au

The purpose of this study was to tesvitro the possible direct
anthelmintic effed of plant extrats rich in secondary|
metabolites PSM), upon the migration of infective larvae (L3
of Haemonchusplacei, Cooperia punctata(catlle) and H.

contortus Trichostrongylus colubriformiggoatg in order to
identify plants that can then be tested in viVbe effect of PSM
extracted from several plant species on the motility
nematodes, were evaluated using a larval migration inhib
(LMI) assay. The effect of plant extracts on parasite migral
was analysed by ANOVA. Almost all plant extracts shov
inhibitory effect againsH. placeiy C. punctata Extracs from

Allocasuarina torulosa, Neolitsea dealbata, Acacia holoserig
Acacia salicina, Callitris endliceri and Casuarina
cunninghamianavere the most effectivagainst these parasit
(p<0.05). In general plant extracts showed low inhibitory eff
against H. contortus and T.colubriformis. However plant
extracts from C. endlicheri, C cunnigamiana and A.

holosericeaeA. nilotica and A.farnesianacaused a significan
reduction p<0.05)in H. contortusand T. colubriformislarval
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ANTI SPASMODI C EFFECT O
(Aloysia polystackia) AND ITS Ca®* NON-
COMPETITIVE ANTAGONISM ON ISOLATED
RAT INTESTINE . Berardi, A., Ragone, M.l., Consolin
A.E. Céatedra de Farmacologia, Dpto Cs. Bioldgicas, Fac.
Exactas, UNLP.47 y 115 (1900) La Plata.Argentina.
dinamia@biol.unlp.edu.ar

Plants fom the genusAloysia( Ver benaceae)
Aipal o Amarill oo (ARsim )polystachyal
Griseb., Mold.) are used in Argentinean folk medicine
eupeptics. We studied the
20% aqueous extract (AEB) was prepared and lyophil
(vield: 11.2%). The effects of AEB was tested on isolated
duodenum and ileum submerged in Tyrode solutiorf(Ca8
mM, pH 8.2) at 37°C, while the longitudinal force w
measured by WPI isometricatisducers, and A/D acquisite
The AEB noncompetitively inhibited the dosesponse curve
(DRC) of acethylcholine (Ach), with an IC50 of 1.96+0.32 i
|l yoph/ ml (n=5), which was ¢
mg/ml). The maximal inhibition was 37496 of the B acn at
3 mg/ ml AEB, which was com
at 6 mg/ml) but higher tha
The mechanism was assayed on DRC of*Qander a
depolarizing 80 mM R0 mM C&'-Tyrode. AEB also non
competitivédy inhibited the C&-DRC, with an IC50 of 3.944
0.37 mg lyoph/ml (n=7) up to 64.8+9% of.k& caat 6 mg
lyoph/ ml. The present results suggest tlhatthe spasmolytic
ef fect of AEB was similar
t hat o fb)itfisha due to a competitive antagonism
muscarinic receptor nor on €ainflux, but to an interference

migration We conclude that the impact of plant extracts Wwi t h anot her intracel | ulUNMLP
PSM on larval migration suggests a possible role for these g X-4082005/0

in rminant Ainte A A manane veariin Aannndan
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HEPATOPROTECTIVE ACTIVITY OF PHARMACOLOGICAL ACTIVITY OF THE

ARTEMISIA DOUGLASIANA BESSER. STUDY OF
ACUTE TOXICITY

Gil L, Garcia Aseff S, Wendel G, Pelzer L.
FarmacologiaFac Qca, Biogca y Fcia, U.N.S.Chacabuco Y|
Pedernera, San Luis 57@mail: aseff@unsl.edu.ar

Artemisia douglasiandBesser Ad) , known as
been used in folkmedicine for gastrointestinal disorders. T|
aim of this work was to study the hepatoprotective actiy
using the model of experimental liver damage induced
acetaminophen (640 mg/kg) in rats and the acute toxicit
mice. Infusion (20%) was prepareldepatoprotective activity
serum aspartate (AST) and alanine aminotransferase (4
were determinated. Th&d infusion produced reduction of AS
(p<0.05) in males, but significant differences were not obse
in ALT in both sex. Acute toxicity: mice wefasted for 4 hourg
and given i.p. increasing doses4800 mg/kg) of lyophilized
water infusion. It was administered to five (one group serve
control) groups of 6 mice each (3 male and 3 female). Anir
were observed for 14 consecutive days to regisbdy weight,
mortality or other toxic symptoms. Thed infusion, at the dosg
of 2000 mg/kg killed all mice at 24 h; however, it showed
visible symptoms of toxicity at dose as360 mg/kg: there wersg
no signs on symptoms of restlessness, respiratlistress,
diarrhea, convulsions, coma and did not induce change o
spontaneous activity. Relative wet weights of organs were
statiscally different. Ad infusion showed hepatoprotecti
activity in the acute liver injury induced by acetaminophen
the acute toxicity test only the highest doseAaf infusion
presented signs of toxicity

PURIFICATE FRACTION FROM DECOCTION OF THE
CHILIOTRICHUM DIFFUSUM (ASTERACEAE)
FLOWERS. Alcalde S.M2, Cérdoba O.L2 Gorzalczary S?,
Hocht C.3, Flores M.L.%, Taira C.A.%

'Farmacologia 1,Quimica Biolégica Il y *Farmacognosia
CRIDECIT - Facultad de Ciencias Naturales, UNPSKEB 4,
Comodoro Rivadavia, 9000, Chubut®Farmacologia ¢
INFIBIOC, FFyB, UBA, Jum 956, 1113, Buenos Aire
Argentina. ctaira@ffyb.uba.ar

In this work we studied pharmacological effects of

purification fraction from decoction d€hiliotrichium diffusum
(Asteraceae). Flowers were collected in Santa Cruz, Arge
and airdried afer its collection. Powdered flowers we
extracted by decoction and purification with solve
Carragenin antiinflammatory test was carried out in rats
antinociceptive tests (hot plate and writhing tests) were ca
out in mice. For cardiovasculatuslies, arterial pressure wa
calculated from the intraarterial registers in anesthetized
Aqueous fraction of the purification decoction showed flavg
glycosides: guercetagetiihO-glucoside, querceti3-O-

glucoside, querceti3-robinobioside7-O-rha and the othe
derivates from kaempferol and quercetin. The fraction (
mg/kg ip) showed aninflammatory activity when it wag
studied by the carragenin test (inhibition 64%), &
antinociceptive activity by the writhing test (500 mg/k
inhibition 823%). Effect was not seen by hot plate test. ]
fraction had a doselependent depressor effect (3@ mg/kg,
iv). In conclusion, this fraction fromC. diffusum has
antinociceptive, aniinflammatory and vascular depress
activities.
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PROTECTION OF CHIMERIC SUBCELLULAR
VACCINES AGAINST BRUCELLA OVIS IN RAMS
Estein S, Fiorentino A2, Paolicchi P, Clausse M, Manazza
J? Cassataro J, Giambartolomei G, Coria L3, Zylberman
V* Fossati G, Goldbaum F*

!Lab. de Inmunologi, F.C.V., U.N.C.P.B.A..,Pinto 399, Tand
Bs. As., Argentina,silmares@vet.unicen.edu.ar,zLab. de
Bacteriologia, INTABalcarce; 3IDEHU-CONICET, FFyB,
U.B.;, “Fundacién Instituto Leloir.

Chimera BLSOMP31, as a recombinant protein (BLSmp31)
or DNA vacine (EClblsOmp31) has been identified aa
protective antigen again8& ovisin mice. In this work, goups
of 10 rams were vaccinated three times with: a) Chimera i
based adjuvant (AFI), b) Chimera in saponin (QUIL A), c) DI
with electreporation, d)DNA without electroporation and €
Primeboost (PB) (3 times with electroporated DNA, ang
fourth with protein). Control group was immunized with h
saline extract (HS) d8. ovis Unvaccinated group was include
Rams were challenged with viruleBt ovis7 months after las
immunization and slaughtered 6 months thereafter, ta
bacteriological samps from 12 organs. Chimera in AFI and
strategy induced the highest IgG specific antibodies followef
chimera in  QUIL A. Electroporation enhanced humc
immune response in DNA vaccinated rams. However
stimulated the best levels of specific gamiaB. The highest
rates of protection were obtained with PB (75%) and chin
with AFI (63%). In the other groups the level of protecti
remained between 120 %, including HS vaccine. Percentag
of infection in wunvaccinated rams and DNA withg
electropration were 100%Altogether these results indicate th
chimera should be considered as potential vaccine in ¢
brucellosis.
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EFFECTS OF DICLOFENAC AND
PARACETAMOL ON INTERLEUKIN 1 AND
NITRIC OXIDE PRODUCTION IN
OSTEOARTRITIC HUMAN ARTICULAR
CHONDROCYTES.

Ricarte Bratti, JP, Montrull, HL., Brizuela, N., Demurtas, S.
and Meirovich, CI.

Dpto. de Farmacologia. FCM. Universidad Nacional
CérdobaSanta Rosa 108&6rdoba, Argentina.
hmontrull@fibertel.com.ar

Osteoarthritis (OA) is characterizegt blowly progressive los
of articular cartilagein which the breakdown leads to mat
fibrillation and fulkthickness loss of the joint surface. As
irreversible step in OA occurs when collagen is degra
Moreover, OAaffected chondrocytes show ap-regulation of
various inflammatory mediators including cytokines, mat
degrading enzymes, nitric oxid&@o determine the effects ¢
two drugs Diclofenac (DICLO) and Paracetamol (PARA)
interleukin1b (IL-1B), and nitric oxide (NO) production b
OA-affected chondrocytes .

Human chondrocytes were enzymatically isolated fi
osteoarthritic knee cartilage and then maintained in cultur
suspension for 4B in the absence or in the presence of
pg/mL de DICLO y PARAThe age of patients ranged frors
to 79 years. N&2])/NO-[3] concentrations were determing
using the Griess assay, enzylimked immunosorbent assg
(ELISA) was used to quantifi.-16 DICLO and PARA had ng
significant effect on NO productiorDICLO was associate
with significant decrese of I-1 : 16.4+9.2 vs. 0.80.3
pg/ml (p <0.05) . PARA hado significant effecon production
of IL-1.
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ANTIGEN PRESENTATION CELLS (APC) AND
CD8 LYMPHOCYTE RECRUITMENT ARE
INDUCED BY IMIQUIMOD SKIN APPLICATION.
Pretti R, Diaz Aquino V, Martire K, Roque G, Marin GH,
Mansilla E.

Lab. Ing. Tisular , CUCAIBA .1931, Ensenada, Bs.mail:
edmansil@netverk.com.ar

Although new chemotheraplas been developed in la50
years cancer isstill a major cause of mortdy. Though,
stimulating immure system remains indisputable. In order
induce APC immune recruitment, imidazoline components V|
tested as local treatmentwenty Californian Rabbits were
randomly divided in control (C) and treatment (T) groups. (
speimen of each group was sacrificed for basal pathol
organ studies. All rabbits were submitted to 7x7 cm square
shave. Half gram Imiquimae8%(Imimore®) creme was applie
diary to T group andplacebo creme to C rabbits Each
application was covered ith Tegaderm ®(3M ) film.Blood
samples for laboratory tests and skin punch biopsies |
obtained weekly.After 3 weeks, acropsies were donéo
measured drug organ consequenégsdermis with horny laye|
increased in thickness and decrease of thorayustrin T group
biopsiescompared with C orée.sT group dermis showed eden
and mesenchymal and mononuclear cells increment
compared with Control ds. (7
65%+18% vs. 31%+28 respectively). Presencethefse both
typesand alsadendritic cells vereseen inside blood vesselad
local lymph nodesFlow cytometry showed 40%4# CD8T
lymphocyte incremenih Tgroup No differences were detecte
in hemoglobin, liver enzymes, proteins, creatinine or urea lg
between both groups. Liverenal, spleen or brain, did ng
develop changes from basecropsy groughanges induced b
imiquimod maybecomes g@romising drug in treatment of ski

atypical lesions.
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BONE MARROW ADRYAMICIN INDUCED
ERYTHROPOIETIC INJURY AND RENAL
NEPHROTOXICITY.

Stoyanoff T., Stemberg E., Todaro J., Cardoso L., Juaristi
J., Aguirre M., Brandan N.

Catedra de Bioquimica. Fac.Medicina. UNNEoreno 1240
(3400) Corrientes. Enail:nbrandan@med.unne.edu.ar

Adryamicin (ADR) isachemotherapeutic agethat induces
genotoxicity in hematmoietic systemHowever, its effects on
bone marrow (BM) erythropoiesis related to nephrotoxicity g
notwell known. Ths study evaluates the effects of ADR on t
erythropoietic response and its relationship withatémury.
CF1 mice were injected witADR (15 mg/kg ip)for a time
course study of 120 days. BM mitosis and apoptosis, BM
microenvironmat, EPOR expression, differeral erythroid
precursors andrythroid colonies were determined. Renal HIf
expressionfunctionaland structural assaygere performed in
parallel. BM erythropoiesis was deeply affected: erythroid cq
CFU-e and BFUe coloniedecreasetly day3. Apoptassiswas
maximalon day7. EPOR levels decreasgascoincident with
BM microenviroimentdisruption ErythropoieticBM recovery
was obsered from day30. HIF was detectedince day 15n
accordancevith hypoxicnephotoxicity. These results suggest
that BM recoveryto ADR-induced erythropoietic injury might
be associated with BM microenvirontahregulations rather
than with renal hypoxia.
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DOXORUBICIN EFFECTS ON BONE MARROW
MICROENVIRONMENT , APOPTOSIS AND BAX
EXPRESSION.

Stemberg E., Stoyanoff T., Todaro J., Cardoso L., Reyes J
Aguirre M., Brandan N.

Céatedra de Bioguiica. Facultad de Medicina. UNNBMoreno
1240 (3400) Corrientes.-mail:nbrandan@med.unne.edu.ar

Doxorubicin (DOX) is a chemotherapeutic with wide clinig
applications. Dose dependentife- threatening toxicity is &
crucial limiting factor for its therapeutic uselt induces
apoptosis, inhibits topoisomerase 1l, and produces rea|
oxygen species. However, it is not well known the feature
BM hematopoiesis upon DOX treatment. The aim of this st
was to evaluate the effects of a sindtese of DOX (15 mg/kg
on bone marrow (BM) hematopoiesis in mice {QFfor 45
days. BM cellularity and viability, mitotic and apoptot
indexes, BM microenviromental organization (scanning elec
microscopy) and Bax expression (immunoblotting) w
deermined. BM cellularity decreased by day 3 (p<0.01
control) until the end of the experience. BM viability w
transiently affected by day 5. Erythroid and myel
compartments were the most affected subsets. Fluore
microscopy revealed increments thie apoptotic indexes fror
day 3 to7. A drastic disruption of the BM microenvironment &
Bax (a preapoptotic protein) oveexpression were significar|
on the & day. These results indicate that DOX causes apop|
in BM with substantial deleteriousfe€ts on hematopoiesis.
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APPLICATION OF A 32P -PATCH IN THE
TREATMENT OF A MURINE MELANOMA
Salgueiro MJ, Arnoldi S*, Barreiro Arcos ML %, Medina
V2, Nicolini J3, Ughetti R®, Cremaschi G-? Zubillaga M
Laboratorio de Radiois6topos, FFyB, UBKEFYBO
CONICET-UBA, 3Laboratorios Bacon SAIQunin 956 Piso
Bajo-1113 CABAjsalgueiro@ffyb.uba.ar

We designed a 32patch that in previous works tha
demonstratedts safety and therapeutic efficacy iskin

cancer modeh Sencar miceThe djectivein this work was

to evaluate the therapeutic effects of the-p2Rh in the
treatment of a murinmelanoma. 20 male C57BL6 mice were
divided in 2 groups: treated (T) and control (C). Superficial
tumors were induced ih and Cby injecting B16F10
melanoma at about i€ells/mouse subcutaneously. Tumors
developed 145 days after transplantation and &&Rpatch
was applied on palpable tumors of T group. Tumor growth w
followed during 21 day$n both groups by measuring tumor
size with a caliperFinally, all animals were sacrificed and
skin samples were collected for histological stadgstained
with H&E. The skin at application site of 33rtch appeared
hairless and erythema developed, but reveisedrmal after

a few days in T group. Tumor growth control was achieved i
T group compared with C group. Preliminary histological
analysis revealed gaularized melanoma tumors in C group
and both complete and partial regression in T group.
Conclusion: the 32patch may be considered as a promising
approactfor the treatment of melanoma tumors.
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FORMOCRESOL-INDUCED CELL DEATHI N
THE MURINE PERI TONEAL MACROPHAGES
HAS BOTH APOPTOTIC A ND NECROTIC
FEATURES

Cardoso M.L, Alvarez M., Aguirre M., Todaro J., Brandan
N.C.

Cétedra de Biogquimica. Facultad de Medicina. UNMBreno
1240 (3400). Corrientegirgentina.Email:
nbrandan@med.unne.edu.ar

The potential toxicity of Formocresol (FC), a compound wid
used in pediatric dental care, is a cause of concern widew
The aim of the present study was to quantify the rate
macrophage viability and apoptosis/necrosis following

exposure. Additionally, heat shock protein (Hsp60), pr
apoptotic proteins (Fas and Bax), as well as thespruival
protein Bclx expressions were analysedPeritoneal muring
macrophages (pMg) were cultured in 1:100 FC 2 to 24
Viability (Trypanblue), cell mophology (Scanning Electro
Microscope), apoptosis and necrosis (light and fluores
microscopy) were studied at different scheduled tin
Furthermore, the expression of proteins related to st
survival and cell death was measured by western blotfiag
exposed macrophages exhibited maximal apoptosis from 2|
6 h, coincident with Bax ovesxpression (P<0.001
Additionally, Bckx, showed maximal expression between
and 24 h suggesting its survival effect in pMg. An increas
the necrotic ratérom 4 h to 12 h in accordance to Hsp60 g
Fas overexpression and the lowest pMg viability was a
observed BP<0.001). Taken together these results suggest
FC induces in pMg an initial period of apoptosis6(2)
controlled by the Bax/ BexL offset followed by a period o
necrosis (424 h) regulated by Fas and HSP 60. We also bel
that Bclx, overexpression did not interfere in the pMg necrg
progression program.

BIV-80
o-MSH CAN MODULATE LPS+IFN-y
SIGNALING  TRANSDUCTION  PATHWAYS

INVOLVED IN INFLAMMATION

Gonzalez P., Caruso C., Sanchez M}, Cabanillas A%

Lasaga M., Scimonelli, T*

YJFEC CONICET, Dpto Farmacol. FCQ, UNClnstituto
Investigaciones en Reproduccié Fac. Medicina UBA
SCEPROCOR  Coérdoba “CIBICI-CONICET  Dpto
Bioq,Clinica. FCQ, UNC 5000 Cérdoba, Argentina-Bail:

vgonzalez@fcq.unc.edu.ar

There is evidence thathe melanocortin alphanelanocyte
stimulating hormoneg«-MSH) has immunomodulatory ang
antrinflammatory actions within the braiThe aim of the
present study was to establish the effect ®MSH on
LPS+IFN+y-induced signalling pathways in hypothalami
neurones or astrocytes in culture. We found tha¥ISH
suppresses LPS+IFN induced nuclear translocation of th
transcription factor N/B. Besides, treatment with LPS+IFN
y stimulatesphosphorylation of cAMResponsive element
binding protein (CREB)but this effect was not modified loy
MSH. In neurones, LPS+IFN elicited a slight increase in
CREB activation. Teatment witha-MSH induced CREB
phosphorylation and the combination of LPS+{Mnd o-
MSH induced an additive increase in CREB activation. Q
results demonstrated that-MSH can differently modulate
signalling transduction pathways induced by LPS+{EN
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TH1/TH2 IMBALANCE INDUCED BY CHRONIC
STRESS EXPOSITION IS RELATED TO
DIFFERENT VULNERABILITY TO STRESS
EFFECTS IN BALB/C AND C57BL/6 MICE.

Palumbo ML., Canzobre MC., Rios H., Wald M., Genaro
AM.

CEFYBO-CONICET-UBA and Instituto de Biologia Celular
Neurociencias, Fac. Medicina, UBRaraguay 2155, Piso 15
Bs As, Argentina. #nail: molecula_21@yahoo.com.ar

Stress has been related to cognitive deficit. The hippocampt
limbic area involved in learning and memory, is particular
sensitive to the stress effects. Cyt@snhave beenhswn to
affect somebehaviars, including effects on sleep, appetite
sexual behaviaral, memory and motor activitjdoreover, IL-
2, INFy (TH1-cytokines) and IE6 (TH2-cytokines) has been
implicated in psychiatric disorderdhe aim of the present
work was to analyze the correlation between the cytoki
production and behavimal alteration induced by stress in Fhl
biased C57BL/6 and Thiased BALB/c mice. We found that
BALB/c but not C57BL/6 mice exposed to chronic stressaal
poor learning performance respect to control mice. Histologi
studies showed that the number of neurons and the thickne!
the area CAl1 y CA3 of hippocampus were lowestressed
BALB/c but not instressedC57BL/6 mice respect to control|
Moreover an incrase in ROS production was observed
BALB/c but not in C57BL/6 mice under stredsinally, we
found an increase of INfFand IL-2 in stressed C57BL/6 mice|
and a decrease of INFand an mcrease of IE6 in stressed
BALB/c mice. These results indicate that BALB/c mice af
more vulnerable to stress effects than C57BL/6 mice associs
to a differential regulation of TH1/ TH2 cytokine balance.
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TRANSFORMING GROWTH FACTOR B
STIMULATES BOVINE LEUKEMIA VIRUS
EXPRESSION IN NATURALLY INFECTED

CELLS

Gutiérrez S., Juliarena M., Ceriani C., Esteban E.
Laboratorio de Virologia, Fac de Cs Veterinarias, UNCPBA.
Pinto 399, Tandil, Argentina. CONICET-rRail:
segutier@vet.unicen.edu.ar

Fetal calf serum (FCS) and platelet extracts (PE) have
shown to stimulate Bovine Leukemia Virus (BLV) express
in a naturally infected cell line (NBQO) as well as in primary
cultures of bovine peripheral blood mononuclear cells (PBM
In order toidentify the platelet factor responsible for th
stimulation we have tested the activity of several recombi
or highly purified platelet factors on the expression of BLV
NBC-10 cells. The 3 mammalian isoforms of transform
growth factorp (TGFp) stimulated the synthesis of the maj
core BLV protein (BLVp24) in a dose dependent manner.
TGFB antibodies neutralized the effect of FCS and PE on
synthesis of BLVp24 in NB@O cells. Recombinant TG
also stimulated the synthesis of BLVp2424 hr cultures of
BLV infected PBMC. It is concluded that TGFis the main
factor involved in the in vitro activation of BLV expressi
induced by FCS and PE in NBID cells. The bioassal
employing NBCG10 cells as indicator system proved to
useful for the identification of substances regulating
expression of BLV.
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BLOOD CELLS PACKETS, FABRICIUS BURSA
AND SPLEEN IN BROILER CHICKENS WITH
TWO DIETS.

Sandoval GL? Revidatti FA?, Terraes J&, De Biasio ME,
Romero CR.

Dptos. Cs. Bésicasy Producciéh, Fac de Gs. Veterinarias,
Univ. Nac. del NordesteSgto Cabral 2139, 3400, Corrientes
(Cap), ArgentinaE-mail: bioquim@vet.unne.edu.ar

Males (M) and females (H) Broiler chickens (considered
separate blocks)vere raised indoor (six birds per3n Two
cycles of production of 49 and of 56 dayer(M and H
respectively were carried out, each divided in two stage
beginning (0 to 21 days) arfditening(21 days to end). Two
treatments with seven (M) and eight (ldplicas each one were
applied They consised in qualitative - quantitative different
diets called broiler feed (P) and fodder feed (F). The sampli|
took place at the end of each stage. Analysis of repesd
measureswere applied with a significare level of 5%
(Statistix program for Windows). At slaughter, the corpor
weight (PC), the relative proportion of spleen and Fabriz|
bursa were not different between blocks, nor betwe
treatments Differences were found between blocKs
haematocrits (p<0,05). The total leukocytefraction did not
demonstrate significant variatignsnly insinuated a tendency
in favor of H at slaughter (p=0,09). These two variabl
showed higher values in Hyrobably due to the different
circumstances of slaughteBoth formulatons gave similar
results consequently the election of one ofrthewill depend
on the evaluation of other indicators such as the econo
ones.
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ATTENUATED SALMONELLA AS ADJUVANT IN
CANCER VACCINES

Vendrell A, Di Sciullo P, Gravisaco M.J, Colman E, Rizzo
N, Mongini C, Waldner C.

CEFYBO, CONICETUBA. Paraguay 2155, P16 (CP 112
Buenos AiresE- mail: avendrell@fvet.uba.ar

The role of innate immunity in stimulating adaptive immy
responses is the basis of the action of adjuvants which are
in clinical vaccines by promoting a nonspecific
inflammatory response elicit specific host defexe.

Based on previous st that demonstrated the ability

Salmonellato elicit an inflammatory Th1l response when it
inoculated by mucosal route, we propose to study the use
attenuatedsalmonellastrain as an adjuvant in cancer vacci
to stimulate the innate and modtd the adaptive imnme
responseagainst tumors. Two times at seven days inter
BALB/c mice were immunized via the orogastric route w
2x10° UFC of CVD915 or PBS (control) using a gavagbe
needle,and simultaneously, 1xTirradiated LBC tumor cedl
(LBCi) or PBS were inoculated by intraperitoneal (i
injection. Seven days after the second immunization, all grg
of animals were challenged i.p with witgpe LBC cells. Mice
immunized with bacteria simultaneously with LBCi display
significant ircrease in the medium survival time respect to P
treated mice (p < 0.05, Log rank test).

Our findings suggest that immunization wialmonellain

combination with irradiated tumor cells could be a usé
strategy for prophylactic vaccination that mefitgther studies|
to prove itspotental in cancer vaccire
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A COMMUNITY OF MULTISPECIES AND
MULTISTRAIN ACID LACTIC BACTERIA AND
YEAST FERMENTING WHEY IS A POTENTIAL
PROBIOTIC IN CALVES

Indart, H. Landi, S. Cerone, E. Esteban, Zavaleta, R, G.
Inza, S. Mogni, L. Igarza. Departamento de Fisiopatologig
Facultad de Ciencias Veterinarias y LactiTec SRL, Universiqg
nacional del Centro. CampusUniversitario.7000Tandil.
Argentina.mindart@vet.nicen.edu.ar

The aim of this work was firstly to achieve a simple al
costless propagation of potentially probiotic agents using pl
whey as culture mediungecondfo mitigatediseasesf calves
when they rise under stressful conditions or environnher|
hostilities. After a systematic selection of agents by thg
growing capacity in whey, theconstituted microbial
community was consideredas a unit. TR community is
composed by agents from separated dominium like Bact
and Eukaria. Selected lactic ad¢ bacteria and yeast ar¢
multispecies and also multistrain assuring high biodiversi
The consistency found in continuous cultures fermenting wh
suggests symbiotic relationship artugh adaptaility .
Experiments were designed assessing alimentanyriseor
any beneficial effect on calves. The community not only Ia
adverse effects when supplied as food additive but surprisir
showed remarkably health benefithie prevention of infection
and highly significant increasing of phagocytic activity i
peripheral blood leukocytes seen in calves, strongly sugg
an efficient connection between the community and f
immune systemStudies are under way examining quoruf
sensingbetween community memberkost microbiota and
host immune system.
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CHARACTERIZA TION OF Staphylococcusaureus
STRAINS IN A PUBLIC HOSPITALARY UNIT

Sparo M.}, Ranno G .2, Delpech G!, Sanchez Bruni. &3,
l.Laboratorio de  Microbiologia, Hospital Ramor
Santamarinalandil. 2. Laboratorio de Farmacologi
Facultad de Ciencias Veterinarias,UNCPBB7000APA)
Tandil3.CONICET

e-mail: monicasparo@speedy.com.ar

Methicil lin resistantStaphylococcus aureSa) strains are the|
more frequent hepitalary pathogen worldwide (MRSA).
But recent infections have been reported in patients from
community without risk factors (E®IRSA). The goal of this
study was to investigate the epidemiology and antimicrok
resistance of Sa strains isolated from patients during the pe
20062008 Patients” inclusion criteria were used under t
CDC (USA) policy.For the Sa strains were performed PLP
and alsoin vitro antimicrobial sensitivit 340 different
patients showed Sa infectioriEhe 36% of them were MRSA,
and from the latter25% CaMRSA. H-MRSA strainswere
associated with elderly patients 6260 old yearsHowever,
CaMRSA mainly invaded paediatric and young patien
(57%< 20 years old). In whole MRSA were detectedPPd
Cefoxitin and oxacilinwere predictors of resistance beta
lactams. H-MRSA strains showed resistance associated
gentamicin (94%), eritromycin (96%), clindamycin (96%
cloramphenicol (100%), rifampicin (79%), TMS (27%) an
ciprofloxacin  (87%)CaMRSA showed resistance ta
eritromycin (7%), gentamycin (17%), edlamycin (7%) and
rifampicin (18%); being it sensitivie TMS, ciprofloxacin and
cloramphenicol. Whole MRSA were sensitive to vancomycin
teicoplanin and minociclin. It is necessary a rapid
differentiation between H/GBIRSA strains for a rational
therapeut scheme.
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EUDRAGIT E100 POTENTIATES ACTIVITY OF
OFLOXACIN AGAINST FQ -RESISTANT
PSEUDOMONAS AERUGINOSA

Romero V., Manzo R., Alovero F

Departamento de Farmacia. Fac. de Ciencias Quimicas.
Ciudad  Universitaria 5016  Cordoba. Argentina.E
mail:fallover@fcq.unc.edura

Fluoroquinolones (FQs) resistance is a clinically signific
issue.Efforts to improve the efficacy of existing FQs could
an alternative to restrict the development of -féQistant
bacteria prolongingheir future utility. Eudragit E100 (Eu) is
cationic polyelectrolyte able to react with the acidic group
OFLOXACIN vyielding E4WOFLO, complexes where OFL(
neutralizes 260% of the basic groups of Eu. The addition g
second counterion (Ol turns the complexes water solubl
giving clear dispersions (EQls;-OFLO,) with positive
el ectrokinetic p-6.5 &hetadtiay againg
FQ-R P.aeruginosavas enhanced exhibiting MICs two or fey
fold lower than free OFLO and improved bacteritieffect. Eu
Cls, without OFLO exhibits an initial antibacterial effe
reversible along the time while ETI;i-OFLO, exhibits
enhanced effect leading complete bacterial eradicatio
concentrations or time assays where free OFLO does not
it. This bénaviour could be attributed to the improved dry
bacteri al cel | i nteract i-Glg,
OFLO; could play a preponderant role.
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filn v i AQTIVIDY OF A NOVEL
ANTIMICROBIAL PEPTIDE CECT7121 AGAINST
HUMAN CLOSTRIDIUM STRAINS.

Sparo, M*2; Confalonieri, A. ; Ceci, M.% Ranno , G.%,
Urbizu, L. 3* Rivulgo, M., Sanchez Bruni, $*
1-Laboratorio de Microbiologia Hospital R. Santamarina,
Tandil, 2Centro de Estudios Bioguimicos.lZboratorio de
Farmacologa, FCV\UNCPBA, (B7000APA) Tandil
Argentina4- CONICET. E-mail: ssanchez@vet.unicen.edu.ar

The emergence adnaerobesram (+) multiresistant bacterig
involves a serious therapeutic concern in clinical prac
Antimicrobial peptide (AP) CECT7121 &spurified bacterioci
isolated from an environmental strain Bfiterococcus faecali
CECT7121with 5 kDa of MW and high lipofilicity.The goal of]
this work was to investigate tiiei n \bactenicidabaction o
this compound againstdifferent strains b Clostridium
perfringensandCl. difficile isolated from hospitalized care u
patients who failure to the standarized treatm@hie straing
assayed were sbof hospital acquired methicillinesistant
Clostridium perfringens HRS37, HRS64 (cellulite aspiratia
fluid) HRS71, HRS73, HRS148 (necrotising fasciitis bigp
and Clostridium difficile HRS21 (feces).Sensitivity was
assessed by agar diffusion method andbidmeericidal activity,
of AP CECT7121characterisedy killing curves method A
killing effect on bacterial populations was observed within
min for theC. perfringensstrains. The CFU LagmL ™ viable
counts forC. difficile were decreased threefold after 90 1
incubation, showing also a bactericidal effecaiagt this strain
Developing of AP-CECT7121 may be a potential tool for t
treatment of Human multiesistant bacterial infectious diseas
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NOVEL THERAPEUTIC STRATEGY BASED ON
ENROFLOXACIN TO IMPROVE THE EMBYO
TRANSFER IN MARES.

Gonzéalez ¢ , Moreno, L ?, Fumuso E.!, , Rivulgo M?,
Garcia J'., Fernandez , H., Sparo M®, Sanchez Bruni SF2
1- Facultad de Ciencias Veterianrias, UNCPBACONICET.
3- Centro de Estudios Bioquimicos, Tan(
(B7000APA)Argentina. ssanchez@vet.unicen.edu.ar

Enrofloxacin (EFX) is often empirically usefdr prevening

uterine infections in mares to improve the efficiency of |
Commercial Embryo Transfer Farms. The research goal of]
work was to correlate the uterine distribution of EFX in heal
mares Values of Minimun Inhibitory Concentrations (MICpr

Gram ¢) and Gram (+)were 0.5 and 2 pg/mL, respectivel
Uterine pharmacokinetic studies weperformed in 2 groupg
(n=5) of healthy maresn estrous after the intravenous (IV)
administration of EFX (Baytril ®Baye) at 2.5 and 5 mg/kg
Endometrial tissue samples were takerr48 h postreatment
and analyzed byHPLC. EFX and its active metabolit
Ciprofloxacin (CFX) were recovered from endomettiabue.
The emlometrial concentrations of EF® mg/kg decayed with
values of 2 ug/g at 36h peseatmentabove the MIC for Gram
(+) and0.96ug/g at 48 h postreatmenfor Gram ), exceethg

it twice the MIC reported forGram ¢). However, the
endometial concentrations ofEFX (2.5 mg/kg and its
metabolite were belothe MIC for Gram (+) and Gram)(at12

h posttreatment, respectively. HE rational use of EFX aj
preventive therapeutic tool may be recommended as follg
one usual dose (5mg/kg) pre-breeding and 2 doses g -38h

postbreeding to prevent thafection

BIV-90

MODULATION OF THE EFFLUX TRANSPORTER
BCRP (ABCG2) ACTIVITY BY THE ANTI -HIV
DRUG EFAVIRENZ IN RATS.

Peroni RN"?, Rubio MC"?, Bramuglia GF>.

YInstituto de Investigaciones Farmacolégicas (CONIC
UBA); “Céatedra de Farmacologia (F&cia. y Biog-UBA)

The safety and effectiveness of highly active antiretroy
therapy (HAART) is challenged by viral resistance
antiretrovirals and the frequenccurrence of drug interaction
which may limit the access of these drugs to the target {
Particulatty, drug distribution and elimination may be modifi
by active efflux transporters such as BCRP. Previous st
demonstrated significant inhibitio of BCRP by the non
nucleoside reverse transcriptase inhibitor efavirémzvitro

(Weiss et al.,, 2007). The aim of this study was therefor
investigate the influence of the chronic treatment with efaviy
on the expression of BCRP in adult male Spesgawley rats.
BCRP expression was assessed by Western Blot after
administration by gavage of 25 mg/kg efavirenz or

corresponding vehicle (corn oil), once daily during five da
The treatment with efavirenz was selected on the basis
98.8% reluction of the HIV1 cDNA load in the spleen @
SpragueDawley rats (Goffinet et al., 2007). An increase in
BCRP protein abundance was observed in monoc
limphocytes as well as in the blood brain barrier of efavirg
treated compared with vehieteeated animals. Our stud
demonstraté that efavirenz could modulate BCRP express
which in turn could influence the bioavailability and targe
delivery of this drug to target or sanctuary Hiles.
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INCREASED LEUKOTRIENE CONCENTRATION
IN SUBMANDIBULAR GLANDS FROM RATS
WITH EXPERIMENTAL PERIODONTITIS

Busch, L. Miozza, V. SterinBorda L., Borda E..

Catedra de Farmacologia, Facultad de Odontologia, UBA.
Marcelo T de Alvear 214Zapital.E-mail:
lucybusch@yahoo.es

Mucins are heavily glycodated, high molecular weight
glycoproteins produced by epithelia of the respiratory,
gastrointestinal and reproductive tracts and by salivary glang
Increased production of mucus commonly occurs in disease,
involving inflammation. We observed that 22 dafter
inducing experimental periodontitis in the rat, by placing a
sterile silk ligature around the two lower first molars, basal
mucin secretioy submandibular glandas increased. The
incremenwwas i nhi bi t eadrenbrgic récéptors &ni
leukotrienes (LTs) productionn this work we evaluated LTs
concentration and its relation with sympathetic system and
mucin release in submandibular glands from rats with
experimental periodontitis. Results showed that LTs were
increased in glands from ratsth periodontitis and the
increment was inhibited by the inhibition of LTs production w
NDGA and by pbadrenergidecepgtor with aendiol
Isoproterenol induced a dedependent increase of LTs
concentration in rats with ligatuend control. On the other
hand, LTs induced mucin release in a dose dependent mant
The increment of basal mucin release in rats with periodonti
was decreased in the presence of the LTs receptor antagoni
FPL 55712. It is concluded that experimematiodontitis
induces an increment of sympathetic activity in submandibul
gland that results in an increase of mucin secretion and LTs
production. These two substances are known to participate i
oral defense mechanism.
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DETERMINATION OF MI NIMUM EFFECTIVE
CONCENTRATION OF FLUBENDAZOLE IN IN
VITRO CULTURES OF ECHINOCOCCUS
GRANULOSUSPROTOSCOLECES

Elissondo C., Denegri G.

Laboratorio de Zoonosis Parasitarias, FCEyN, Universidad
Nacional de Mar del Plata. CONICERunes 3350. Mar del
Plata, Argentina.E-mail: mceliss@mdp.edu.ar

In a previous work, we reported threvitro effect of
flubendazole FLBZ) on E. granulosugprotoscolecePSC)
The aim of this work was tdefine the minimum concentration
of flubendazole required to kill PS@ vitro. PSCwere
incubated withFLBZ at the following final concentrations: 0.1,
0.05, 0.01, 0.005, 0.003, 0.002 and 0.0giml. PSC incubated
with culture mediuntontaining DMSQOwere used as controls.
Vitality was assessed every 6 days using the methylene blu
exclusion technique and samples were taken for electron
microscopyDuring the first 20 days of culturEL.BZ at
concentration of 0.00ig/ml showed the sameehavior tlat

the controlgroup.Later,the percentage of vitality diminished
lightly, butno structural and ultrastructuraterations were
observedHigher concentrations produced a greater fall in
vitality showing a doselependent effect at the lower assayed
conentrationsMorphological changes included contraction ¢
the soma region, formation of blebs, rostellar disorganizatio
loss of hooks and destruction of microtrichiesthe current
study we found FLBZ to be effective agaifistgranulosus
PSC even &.002 pg/ml.
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ASSESSMENT OF PREDATORY CAPACITY OF
DUDDINGTONIA  FLAGRANS IN FAECES
EXPOSES TO SUN AND SHADE.

SaguésF., Saumell’C., Fusé L., Iglesias' L., Fiel' C.

! Area Parasitologi y Enfermedades parasitarias. Facult
Ciencias Veterinarias, Universidad Nacional del Cent
Buenos Aires. TandiParaje arroyo seco s/rgentina.

E-mail: federica@vet.unicen.edu.ar

The potential use oDuddingtonia flagransas a possible
biologicalagent for controlling nematode parasites in livesto
production is widely accepted. Sun radiation could inhibit t
predation action against infective larvae (L3) in faeces. T
purpose of this study was to test predatory activityDof
flagranson fecalmatter exposed to sun radiation and shade
naturally infected horses. During 2 weeks inside temperatur
faeces was registered twice a day (8:30 and 13:30 hs).
efficacy percentage with. flagranschlamydospores on fecal
mater larvae reduction vea77% in faeces exposed to sy
(mean temperature30.5C, range: 13-51¢C) while faeces

exposed to shadelarvae reduction was 100% (mea
temperature: ZC, range: R7eC). Therefore, D. flagrans

showed efficient predatory activity at extreme temperature.
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PARASITOSIS PREVALENCE IN THE
POPULATION OF CATAMARCA ASSISTED BY
REMEDIAR HELATH PROGRAM

Montrull H, Demurtas S Murua D,Brizuela N.
Departamento de Salud Universidad Nacional de La Ri
Argentina email hmontrull@fibertel.com.ar

The Remediar health program assures people access
essential treatmesithrough the Primary Health Caf@entre
Its efficiency can be affected by the lack of diagnog
laboratories, follow up and neglect the treatment.

understand the efficacy of in the use of Reimr medication
provided for Parasitosis, the Remediar database was ana
during 20032006 years. The objective was to evaluate
pharmacological treatments in tBele Form of the R medical
prescription. Metronidazel in the ovule or tablets|
pharmaeutical forms and Mebendaeo(tablets or solution)
were tabulated26782 R forms were collected. The frequen
in medical prescription of both afarasitic drugs was similar,
The database did not allow for analysis of the prescripti
diagnostic relatinship. In 2005, a higher number ¢
prescriptions for both medications were detected8®% of
the prescriptions werdor women of all ages, beinghe
incidence higheduring the productive age.
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EFFECT OF VITAMIN E ADMINISTRATION ON
ACETYLCHOLINE -INDUCED AORTIC RING
RELAXATION IN PANCREATECTOMIZED RATS
Linares LM, Wallinger ML, Reyes Toso, ML, Ros6n, M,
Planells F,Reyes Toso CF

Departamento de Fisiologia. Facultad de Medicina. UE
Paraguay 2155 Piso 7. Bs Asrgentina.creyesb@fmed.uba.ar

In previous studies we showed that a decreased acetylch
induced relaxation (AciR) followed subtotal pancreatector
(Ppx) in rats. The effect was amplified by {meubation in g
high glucose solutiorHG- (44mM/l), a situation that seilts in
oxidative stress mainly through superoxide anidg®,-)
accumulation. Based on these results, we hereby investitet
effect of vitamin E (VE) treatment on AdR of rats turneq
intolerant to carbohydrates. Subgroups of shamd PPx ratj
were chronically treated with VE (€E and PPxXVE) (300
mg/kg per os daily during® weeks). Dosiresponse curves f(
Ach-IR of aotic rings (after previous exposure to phenylephr
were conducted in BIG. PPx decreased significantch-IR of
aortic rings when compared with those obtained from sk
operated rats (P<@731). This effect was partially prevented
PPxVE rats (P< 0.0). When rings obtained from this subgro
were incubated with Tiron (a scavenger@f), or the enzyme
superoxide dismutase (that remos), Ach-IR was complete(
restored (P< O@L). These results suggest that hyperglyce
leads to an excessive germion of O,- and consequentl
peroxynitrite anions, and that this may in turn trigger
impairment of endotheliurdependent relaxation. It alg
supports further evidenaan the ability of VE to restore altere
relaxation in PPx rats, probably through #uavenging propert
of O,- accumulation

BV- 96
VITAMIN E ADMINISTRA TION PARTIALLY
RESTORES AORTIC RELAXATION IN

FRUCTOSE FED RATS.

Wallinger ML, Linares LM, Reyes Toso ML, Viglione PN,
Ricci CR, Reyes Toso CF Departamento de Fisiologi
Facultad de MedicinaUBA. Paraguay 2155 Piso 7. Bs A
Argentina.creyesto@fmed.uba.ar

The fructosefed (FF) rat (60 % fructose)s used as an animg
model of insulin resistance and is considered to parallel mul
metabolic syndromeobserved in huans. A decreaseq
acetylcholineinduced relaxation (AcR) is observed in thes
animals This effect was amplified by pracubation in a high
glucose solution-HG- (44mM/l), a situation that results i
oxidative stress mainly through superoxide ani¢0,-)

accumulation.We hereby investigate the effect of vitamin
(VE) treatment on plasma thiobarbituric acid reactiy
substances (TBARS) andich-IR of rats turned intolerant t
carbohydratedrasting blood glucose and oral glucose tolera
tests (OGTT) wer performed. Subgroups of contesidFF rats
were chronically treated with VE (€E and FFVE) (50
mg/day during 16 weeksTBARS in plasma were higher in H
than in control rats (P< 0.01) and this effect was suppressg
VE treatmentDosé response curs for AchIR of aortic rings
were conducted in &G. Fructose administrationiecreased
significantly Ach-IR of aortic rings when compared with tho
obtained fromcontrolrats (P< 01). This effect was partially
prevented inFFVE rats (P< 0.8). When igs from this
subgroup werencubated with Tiron (a scavenger ©f-), or
superoxide dismutase, AdR was restored (P< (0@). These
results supporfurther evidenceon the ability of VE to restorg
altered relaxation ifFF rats, probably through the s@nging
property ofO,- accumulation
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AQP2 EXPRESSION IN RESPONSE
BILATERAL URETERAL OBSTRUCTION.
Villar S.R., Torres A.M.

Area Farmacologia. Facultad de Cs. Bioguimicas y
Farmacéuticas. UNR. CONICEE:mail:
villar_silvina@hotmail.com.

TO

It was demonstratethat bilateral ureteral obstruction (B)

associatedvith postobstructive diuresis 1 day after obstruct]
releasing, beingiormalizedafter 7 days.The aim of this work|
was to study the time course effect of B on aquaporin 2 (A(
protein abundance (Prot.) in apical membranes and mRNA i
kidney. Ureters were obstructed for 24 h in all experiments,
released for 1 (B1, n=4), 2 (B2, n=4) and 7 (B7, n=4) days
parallel group of Sham rats (S, n=4) was employed. AQP2
expressia was determined by Immunoblotting and -RTR

techniques in renal cortex (Cx) and medulla (Mé2Bta were
analysed with ANOVAplus NewmanKeuls P<0.05 [a]vsS,

[blvsB1,[c]vsB2,[d]vsB7.

BV-98

OAT1 AND OAT3 EXPRESSION
RENAL FAILURE (ARF).

Di Giusto G., Villar S.R., Torres A.M.
Area Farmacologia. Facultad de Ciencias. Bioquimicas y
Farmacéuticas. UNR. CONICEE:mail:
giseladg@hotmail.com.

IN ACUTE

The renal expressin ofthe organic anion transporters (Oatl g
Oat3) was evaluated in three experimental models of ARF
Male Wistar rats. Ischemic ARF (I/Ri=4) was induced by
occlusion of both renal pedicles during 60 min, followed by,
min of reperfusion. NephrotoxicARF (HgCh, n=4) was
produced by administering a single dose of HgGl mg/kg
b.wt., s.c.) 18 h before. Pastnal ARF (BUQ n=4) was
obtained by bilateral obstruction of ureters for 24 h plu
releasing period of 24 h. A parallel group of sham openated
was employed. Oatl and Oat3 expression was evaluate
immunohistochemistry and by immunoblotting (homogeng
(H) and basolateral membranes (M)). Global renal function

AQP2 [ Prot. (Cx) [Prot. (Med.) | mRNA (Cx) [mRNA (Meq assesselly urea plasma levels

S 100+5 10042 100+5 100+6 | () P <0.05. | Sham IIR HgCl, BUO
B1 71+72¢d 72+62ca 60+32¢4 49+3% | [Uremia (g/L) D.46 + 0.02[0.58 + 0.01%1.25 + 0.09{2.91 + 0.3
B2 129+8%° | 120+ 14°9 | 84+8Pd 56+2% | [Oatl H (%) | 100 #5 70 £6* | 145+ 8* | 156 + 8*
B7 149+7%° | 152 + 10PPC| 154+43bc 57422 | [Oatl M (%) | 100 +2 87 + 3* 70+ 4% | 24+ 9%
The decreased expression of AQP2 in B1, might contribuf [Oat3 H (%) | 100 +5 78 + 5* 68+7* | 48+ 11*
the obstructive polyuriain B2 and B7 groups, the increas| 5at3'M (%) | 100 +3 81+ 6* 76 +4* | 35+ F

AQP2 expression in apical membranes might be sufficier
normalize water reabsorption. The no parallel changes in pri
and mRNA levels suggest that the cellular responses
obstruction might involve different reqatbry processes.

Immunohistochemistry confirmed the results. A good
correlation was observed between uremia and ®afl= 0.99)
and Oat3M (r = 0.97). These data suggest thaitrogenous
waste products mighbe involved in theregulaton of both
carriersexpression
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CARDIOVASCULAR VARIABLES AFTER
DEXMEDETOMIDINE AND DEXMEDETO -
MIDINE 1 DEXTROPROPOXIPHENE ADMINIS -

TRATION IN DOGS

Tarragona, L.; Ceballos, M; Rebuelto, M; Otero, P.
Catedras de Anestesiologia y Farmacologia, Facultad
Ciencias Veterinarias, UBAChormarin 280 (1427), Bs. As.
e-mail: ltarragona@fvet.uba.ar

The purpose of this study was to compare the cardiovas
variables  modifications after the administration
dexmedetomidine (DM) and the combination dexmedetomi
plus dextropropoxiphene (DBY the intravenous route to dog
Twelve healthy beagle adult dogs weighing 114 kg were
randomly administered DM 2 pg/kg (n=6) or DM 2 ug/kg p
DP 2 mg/kg (n=6). Cardiovascular variables (heart rate, sys
diastolic and mean blood arterial pnes were measured b
non invasive methods at 0 (baseline) and at predetermined
up to 90 min after treatment administratiohrea under thg
curve (AUC) calculated for all, above and below the base
cardiovascular variables data versus time cuoveeéch animal
and data from each sample point measured after
administration was compared against DM+DP administratio
non paired statistical t tests. After DM administration, em
was observed on 4 of 6 dogs. No significant differences
foundfor AUCs, significant differences were found only for t
45 min mean arterial blood pressure sample point. Our re
suggest that the addition of DP to the anaesthetic protocol
not affect the DM cardiovascular stability in dogs.

BV-100
HYPOXIA INDUCIBLE FACTOR 1 (HIF-1)
EXPRESSION IN NORMOXIC AND HYPOXIC

MURINE TISSUES: EFFECTS OF AGING. Todaro
J., Aguirre M., Cardoso L., Juaristi J., Brandan N. Catedra
de Bioquimica. Facultad de Medicina. UNNBVioreno 1240
(3400) Corrientes. Enail:nbrandan@rad.unne.edu.ar
Hypoxia inducible factor & (HIF-1a) is the oxygen sensitiv
subunit of a transcriptional master regulator. The aim of
study was to assess the relationship operating betweeil
expression in normoxic and hypoxic murine organs (spl
liver, heart and kidney) and aging. Young and oldICiémale
mice were used in this study (two months and 16 months
respectively). Both groups(n=8) were divided in two
subgroups, one was maintained in normaid the other wa
injected with a gigle ip dose of GCo 45 mg/Kg (acute
hypoxia inducer agentNuclear proteins were fractionated or|
7,5 % SDSPAGE respectively. HIRa was studied in nuclea
fractions (immunoblottings) assuming the expression of th
factor in post hypoxic renal extiac(6 hat 0,4 atm in hypoxig
chamber)as positive controlExperimental data show that HIF
1 is physiologicly expressed in all tissues of young animg
mainly in cardiac tissueHdypoxia triggers the upegulation of
HIF-1x in all tissueswith the samegpattern However, senescer
mice exhibita constitutive diminution of HHL expression an
respond poorly to hypoxic stresshese findings migh
contribute to the knowledge about molecular mechanism
response to hypoxic stress in elderly.

BV-101

ROLE OF MITOCHONDRIAL Ca 2?-UNIPORTER

AND MTP DURING ISCHEMIA -REPERFUSION

IN RAT HEARTS EXPOSED TO HIGH K *- LOW

Ca**- CARDIOPLEGIA.

Ragone, M.1., and Consolini, A.E.

Cat. Farmacologia, Dto Cs. Biologicas, Fd&s Exactas,
UNLP, 47 y 115, La Platadinama@biol.unlp.edu.ar

Cardioplegic solutions protect heart from injurguring
ischemiareperfusion @R) in a surgery. Although
mitochondria (Mit) could be deleterious during] weshowed
that ina reversible iR on rat hearts Mit can contribute to thg
contractile recovery (CRespecially after prreatment with a
25 mM K'-0.5 mM C&*-Krebs (CPG). CRvas sensitive to the
blockade ofthe Mit-NaXCaexchanger (mMNCX) and to drugs
which act on MitK,rp channels (migrp). Now, we evaluated
whetherthe Mit Ca®*" uptake during | affec€R, by blocking
the Mit-C&*-uniporter (mCaU) with Re360. Also, we tested
whether the Mitransitionpore (MTP) was opened durineR),
by using cyclosporineA (Cys-A). Isolated rat he#s were
perfused with Kreb<€ (C) and CPG Here exposing to 45 min
I- 45 min R with C, while intraventricular pressure (P) and to
heat release (Hwere simultaneously measuredPG+. pM
R0o-360 before induced a diastolic contractur&Rr: 10.3+4.9
mm Hg, n=6)at the start of Rwhich reverted during.itit also
reducedCR (to 39.9+16% of pré P, p<0.05 vs. CPearts)
and increasd H, (to 17.3+3.1 mW.g, 161.9+23.3% of pré).
On the other hand).2 uM CysA addedto CPG before and
during R did not changa&Pr, P (67.3+8%of prel) nor H
(119+40% of prd), n=4, NS vs. CP@earts Results suggest
that the MitCa&" uptake bythe m-CaU is determinant for the
postl CRin CPGhearts. Nevertheless, the MiBInot opered
during | norR, in agreement with the CPG protectiofi408

UNLP-2005/08,PIP 6024/05.
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INCREASED EFFICIENCY TO ANGIOTENSIN Il
INDUCED BY SIMULTANEOUS INHIBITION OF
EPOXYGENASE AND OMEGA HYDROXYLASE.
Sierra L., Scacchi F., Peral de Bruno M and Jerez .S
Laboratorio de Fisiologia y Farmacologia Vasculg
Departamento de Fisiologia Vascular. (INSIBOONICET).
UNT. Tucuman .Email: sierraliliana@arnet.com.ar

This study was designed to analyze the mechanims
contractile responseincrease to Angiotensin Il (Ang II) in
presence of Z-Octadecynoic acid ((®DYA). Thoracic aorta
from rabbits was excised. Rings were cut and mounted in
organ bath to register isometric contractions in arteries W
endothelium. Arteries were incubated or not (control) with 1
ODYA, 17-ODYA+Indomethacin, NS398, SQ 29548,
170DYA + NS38 o SQ 29548, Miconazol, CAY 10434 y
Miconazol+CAY10434 and stimulated witNA and one
CDRC (cumulative dose response curv&) Ach. After
washing, one CDRC to Ang Il was performetizODYA
increased maximal response (Emax) to Ang Il and disminis
Ach-relaxation. Arteries treated with 1DDYA plus
indomethacin, NS398r SQ29548 induced a shift to the righ
to Angll-CDRC. However, only indomethacin and NS39
blocked Emaxincrease. Miconazol increased affinity but n
Emax. CAY10434 did not modify Ang Ilresponse.
Furthermore, Miconazol+CAY10434 induced AnglEmax
increase similar tal7-ODYA. Simultaneously rihibition of
epoxygenase and hidroxylasduced release of COX
dependent metabolite which increased efficieang potency
to Angll. This metabolite modulates Ang Il potency throug
TXA2/PGH2 reeptors.EETs but not 2HETE would modify
Ang |l affinity in physiological conditions.
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SIMPLE, VERSATILE EQUIPMENT
RECORDING BIOLOGICAL SIGNALS
Lépez Fernandez L!, Ruiz Mostacero J!, Cuezzo L?
Castillo G.2 and Orce G Facultad de Medicina, UNT
’Sociedad Argentina de Bioingenieri@INSIBIO  (UNT-
CONICET) i Avda. Roca 1900, S.M. de Tucuman
orcegap@yahoo.com

FOR

In order to be measured and recorded, biological Vasaare
often converted into voltage values by means of transducers
have developed a low cost recording system withamjlistable
scale, which processes data generated by strain ¢
transducers. Acquisition and digitalization are carried out
meais of the sound card of a standard PC, and the dat
visualized in real time and simultaneously stored in the mer
of the machine. Sampling frequency is user selectable up|
maximum of 100 samples/sec, with -6 resolution. The
hardware consistof separate units, each containing t
independent operational amplifiehannels. The gain is set |
software, and tools are included in the software which allow
the inclusion of markers during acquisition, and the calibra
of each channel separately. Data can be exported to Exc|
further offline processing.

BV-104

THE ENDOCANNABINOID ANANDAMIDE
INHIBITS KININ B ; RECEPTOR SENSITIZATI ON
THROUGH CB; RECEPTOR STIMULATION IN
HUMAN UMBILICAL VEIN  (HUV).

Gago J, delRey G, DianaMenéndez SMendesGarrido F,
Ireizo J, Errasti A, Pelorosso F, Rothlin R.

3° Céatedra @& FarmacologiaFacultad de Medicina. UBA
Paraguay 2155, piso 9, 112farmaco3@fmed.uba.ar.

Endocannabinoids and kinins are relevant signaling syster
inflammation and pain. While kinin ;Breceptor ugregulation
appears to be a key step in the development of

pathophysiological processes, endocannabinoids are thou
reduce their signs and symptoms. Considering the potg
antinociceptive and aninflammatory actions of
endocannaboids we evaluate the possible inhibition
anandamide (AEA) of kinin Breceptor sensitization in isolate
HUV, a well characterized human model of kinin @ceptor
up-regulation. AEA effects on kinin Breceptor upregulation
were evaluated by proloed exposure of HUV rings to th
endocannabinoid before the construction of contra
concentratiorresponse curves to selective kinin &ceptor
agonists.AEA and its metabolically stable analogue;(H-

methanandamide, produced a selective and -degendent
inhibition of kinin B; receptorsensitized responses. T
inhibitory effect of AEA failed to be modified by eithg
LY218324Q a selective AEA uptake inhibitor, or Y630,
selective cannabinoid GBreceptor antagonist. However, t
cannabinoidCB; receptorantagonist, AM251, abolished AE
effects on kinin B receptor sensitization. The present res
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BIOPHARMACEUTICAL PROPERTIES O F A
POLYELECTROLYTE - ENALAPRIL COMPLEX
Ramirez Rigo MV, Quinteros DA, Ardusso MS, Olivera ME,
Allemandi DA, Manzo RH.

Dep. de Farmacia. Fac. de Cs. Quimicas. Univ. Nacional
Cérdoba. Ciudad Universitaria (5000) CordobaE-mail:
vrrigo@fcq.unc.edu.ar

In a R+D projecon drug delivery systems, ela@ril (Ena) was
selected as model of peptidemimetic drug to be asciated to
a polyelectrolytecarrier (PE) This drug is absorbed by PEP’
and 2 trasporters andhas low oral bioavailability (3644%). It
has basic and acid groups able to interact with PE.

The aim of this work is to study the biopharmaceuti
properties of araqueous dispersion ¢PE-Ena) complg. Drug
release evaluation was performed using different rece
media. The complex solutioaof pH~57 released Ena slowl
when the medium is wateRelease rate is increased as wate
replaced byphysiological solutios. In both caseshe data fits
the linear kinetic model. The ionic interaction modulates
release ree.

Evaluation of inteshal permeability was performed in evert
rat intestine.lt was observedan enhancer effect of the P
because it increase 1.7 timae speed of EngermeationThe
mechanism is not clear and it is necessary complemel
experiments to determine it.
The complex solutions can be consider like a drug cai
systemof Ena that increases the drug permeatonl could
improve the bioavailability of the drug
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INVERSE AGONISM OF CARVEDILOL AND
NEBIVOLOL IN ISOLATED AURICLE OF
FRUCTOSE FED RATS.

Di Verniero C., Silberman E., Mayer M., Taira C., Hocht C.
Catedra de Farmacologia, INFIBIOC, Facultad de Farmag
Bioquimica, Universidad de Buenos Airdsinin 956, 1113 CA
de Buenos Aires, Argentina:rail: chocht@ffyb.uba.ar

In previous works we reported that inverse agonist activit
metoprolol was reduced in SH rats. The aim of this work wg
study the inverse agonism of carvedilol and nebivolol
isolated auricle of fructose fed rats. Male rats were divided
two groups: F, fructose (10% W/V, to drink for 6 weeks);
control. Inverse agonist activities were studied in isolg
auricle by the corresponding cumulative concentratgsponse
curves of carvedilol and nebivolol ($a0* M). Maximal
chronotropic respoes of carvedilol were similar in F and
rats. Carvedilol showed a minor inverse agonist activity i
rats (F: pEC50: 4.80+0.04, n=6, p< 0.05 vs. C rats; C gr
pEC50: 5.22+0.10, n=6). Nebivolol only showed inve
agonist activity in C rats (Emax: 5381%; n=6; pEC50:
4.22+0.16; n=6). In conclusion, inverse agonism activities
carvedilol and nebivolol are reduced in the fructose fed
experimental model of hypertension. Differences between
drugs are also seen.
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ALLOPREGNANOLONE MODIFIES 3bHSD
ACTIVITY AND EXPRESSION IN

HYPOTHALAMUS AND OVARY OF RATS IN AN
ESTRUS CYCLE DEPENDENT MANNER. Giuliani
F, Vega Orozco AS, Casas S, Nanfaro F, Bazocchini
Yunes R, Cabrera R.

LINCE-IMBECU-CONICET. Area de Farmacologia, Faculta
de Ciencas Medicas, UN de Cuyo., Ciudad Universitaria, (
5500) Mendoza, Argentin&-mail: fgiuliani@fcm.uncu.edu.ar

3-b-hydroxysteroid dehidrogenase (3-b-HSD) converts
pregnenolone to progesterori&reviouslywe demonstrated thg
Allopregnanolone (Allo) icv inhibits the LH release, ovulati
and lutheal apoptosis. The aim was to study if Allo icv modi
enzymatic activity and gene expression of hypothalamic
ovarian 3-b-HSD during proestrous (P) and diestrous ([
Female Holtman adults rats were injected in third ventri
with Allo 6uM or vehicle KRBG) and sacrified 30 min later- 3
b-HSD activity was measuredby spectrophotometriq
method.The genexpression was studied by APICR. The
results were analized by -f€st, p<0.05was considereq
significant. In P, Allo decreased3-b-HSD activity in
hypothalamugp<0.001) and ovarypK0.Ql), but no significant]
changes were observed in the gene expression. In D,
increased the enzimatic activityp<0.al) and the gere
expresion (p<0.05) in ovary and hypothalamus respective
We conclude that Allo modulates the activity and the g
expression of ®-HSD in hypothalamus and ovary in an est
cycle dependent manner. Moreover we show that
neurosteroids are important modulator§ the molecular
mechanisms involved in the reproductive physiology of
female rat.
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MAMMARY BIOPSIES IN PREPUBERTAL
HEIFERS. HISTOLOGICA L STUDIES OF THE
DEVELOPMENTAL  GLAND. EFFECT OF
ANTHELMINTIC TREATME NT.

Licoff, N., Diab, S., Perri, A., Mejia, M., Formia, N., Becd
Villalobos, D., LacaxMengido, I.

Lab. Regulacion Hipofisaria, IBYMEONICET, Obligado
2490, Buenos Aires. ilacau@dna.uba.ar

As IGF1 is involved in prepubertal mammary grow#imd we
demonstrated that IGE is diminished in parasitized heifers
we wishedto determine ifparasite infection could also affect
mammary gland development. Twenty new born fema
Holstein calves were randomly assigned to treéstidtegic
treatmentswith ivermectin, fenbendazole or levamisole t
minimize parasite burdergr untreated groupThree heifers
per groupwere used to set up a mammary biopsy techniq
and then to compare development of the mammary
parenchyma byhistology. Four biopsy samplesere taken
(using a TruCoré® Biopsy Needle, Medical Device
Technologies, Inc.Yrom each heifer at 20, 30, 40 and 6
week of age, and then kept in formalin solution for histolog
The mammary biopsy technique was reliable and efficie
Biopsy sites heatk rapidly and without infections. iBpsies
showed mammary parenchyma embedded in fat pa
conforming ductal developing structures of epithelial cells. A
the animal grew up morerganizedductal structures were
observed.Heifers in the treated group hadgher ratio of
epithelial cells/total area at 20 weeks of age. We conclude t
minimal parasite burden during development could increa
early ductal mammogenesis in association with increas
IGF-1 levels. Molecular studies will be performed in furthe
studies

BV-109

DIFFERENTIAL REGULATION OF
STEROIDOGENIC GENES EXPRESSION BY
GLUCORTICOIDS AND IGF -I IN CULTURES OF
IMMORTALIZED GRANULOSA CELLS

Agostini M., Chedrese P.

F.Cs Vet.UNICEN. Paraje Arroyo Seco S/N. Tandil Argentin
Department of Biol. U. of SK College of Art and Scienc
Saskatoon SK Canada. Magostini@vet.unicen.edu.ar

Ovarian steroidogenesis is hormonally regulated at the lev
transport of cholesterol into the mitochondria and the conver
of cholesterb into pregnenolone. Experimental and clinig
information suggest that glucocorticoids regulate ova
steroidogenesis and that insulin like growth factor | €IgGH
regulates expression of StAR and P450scc genedl10Cells
were genetically modified texpress the promoter region of t
StAR and P450scc genes, driving the luciferase reporter
(1423 StAR-LUC and 2326P450sceLUC, respectively). The
expression of LUC was determined by a luminometric as|
The effect of the protein kinase A activatoholera toxin (CT),
was used as positive control. Dexametasone (Dx) at 10 ar
eM inhibits -R80scd VG, buystinuites2 &2
StAR-LUC. On the other hand, IGFstimulates activity of both
promoterslin addition, IGFI reverts the inhibiry effect of Dx
on 23206P450scd_UC. In conclusion, these results indicate t
IGF-I and glucocorticoids participate in a local mechanisir
differential expression of the steroidogenic genes. By inhibi
expression of the P450scc gene, glucocortgolonit the
conversion of cholesterol into pregnenolone, while -IG
facilitates the synthesis of steroid in the ovary by stimula
expression of the StAR gene.

BV-110

CONSUMPTION OF ORAL HYPOGLYCEMIC
DRUGS IN THE HOSPITAL PROVINCIAL DEL
CENTENARIO. ROSARIO.

Marzi MY, Odetto C, Bertero J, Nufiez M, Quaglia N.
!Dpto de Matem. y EstadArea FarmacFac Cs Biog y Farmag
UNR. ® Catedra Farmac. Fac Medicina. UBBuipacha 531
Rosario. Santa Fe. Argentina. -rRail:
nquaglia@fbioyf.unr.edu.ar

Diabetes is an illness with high morbimortality Drugs
consumption researches are necessary to approac
appropriate drugs utilization. Objective: to evaluate

consumption of oral hypoglycemic drugs (OHD) in the first
days of 2007 and 2008, in the HospitRrovincial del
Centenario from Rosario. Methods: metformin (Mt) 3
glybenclamide (Gb) consumption was calculated from
number of defined daily dose (DDDs) and the number
prescribed daily dose per treatment (PDTs). It was consid
that each treatnmt has 30 days of duration. Data was colleg
from all prescriptions rec
the studied period. Results: it was collected 899 prescrip
from 554 outpatients. The median age=56. ODH consumy
(DDDs), 2007: Mt: 3816Gb: 5503; 2008: Mt: 2432, Gb: 320
PDTs (means = SEM, 202008): Mt: 16,0+0,4, Gh: 26,10,
Conclusion: the consumption of OHD was lower than
previous year which would be justified, partially, due
restrictions imposed to drugs dispensation atehd of 2007
To Mt, the PDTs means was about half of the expected, th
must be projected studies which aim to revise if the desci
situation is correlated with the correct control of diabetes.
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THE ANALYSIS OF THE LIFE STRATEGIES OF
THE POPULATION AT RISK FOR CATAMARCA
ASSITED BY THE PROGRAM REMEDIAR

Montrull H, Meirovich Y F ;Paez M A Murua D,Brizuela N.
Departamento de Salud Universidad Nacional de La R
Argentina email hmontrull@fibertel.anar

The Remediar program assures people access to the ess
drug treatmers through the Primary Health Care centy
However its efficiency can be affected by lack of control a
nat reliable or faling treatmers. The cardiovascular diseasg
are theleading cause of death in Argentina, and if associate|
Diabetes it makes for a worse prognosis. In the context of
program the pharmacological and ramarmacological
treatments were submitted for evaluation. Using the databa:
the Remediar medation provided to the CAPS and the

prescriptionSole Form. The prescriptions for Hypertensiamd

Diabetes were tabulated separately and together. From

20032006 patients were groupddr each yeaby age and sex
choseragegroup rangewasof 10 years. It was observed thé
female patients predominaut (80 %). Patient showed limitec
and variable adhesion to treatment over time, which |
remarkable in diabetics: out of the 9061 diagmbpatients,
only 10 % accomplished ¢h daily dosing defined fo
hypoglicemic agents

BV-112

INFLUENCE OF CHRONIC MILD STRESS ON
DIABETES PROGRESSION AND IMMUNE
RESPONSE IN STREPTOZOTOCIN -INDUCED
TYPE | DIABETES MODEL.

Rubinstein R., Wald M.R., Genaro A.M.
CEFYBO-CONICET-UBA. Buenos Aires, Argentina-E
mail:roxirubin@yahoo.com.ar

Experimental literature suggests a relation between diabete
immunosuppression. However, there are diabetic patients
normal evolution after an infection challengdmong the
factors that camegulate this susceptibility are the stressful
events. Here, we studied the effect of chronic mild st
exposition (CMS) on the development and evolution of §
induced type | diabetes in Balb/c mice and its correlation
the immune response. Ré#ts indicate that CMS expositig
after diabetes induction lead to significantly higher levels
glucose than those observed in non exposed ani
Concerning the immune response, in animals with Q
exposition after diabetes induction, T and B lymphed
proliferative response to selective mitogensis lower thar
animals exposed to diabetes or CMS alone. Participatia
hyperactivation of hypothalamituitary-adrenal (HPA) axig
was estimated by determination of serum level of corticoste
an hyperdycemic hormone. No correlation was obser
between increased corticosterone levels, glycemédecreas
of immune response. However a positive correlation

observed between hyperglycemia and inhibition of imm
response. These findings indicate etriinental association d
stress with the prognosis of diabetes throumhglycemia
increaseand areduction of immune response.
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EXPRESSION  PROFILE OF DOPAMINE |D1 AND D2 DOPAMINE RECEPTOR
AGONISTS IN AN ANIMAL MODEL OF | ANTAGONISTS EFFECTS ON LEVODOPA-

PARKINSONISM.

Larramendy C, Saborido MD, Taravini IRE, Murer GM
and Gershanik OS

Instituto de Investigaciones Farmacoldgicas, CONICHA.
Junin 956, 5to piso, Buenos Aires, Argenti
larramendy@ffyb.uba.ar

L-dopa and dopamine agonists (DA) &Eatments availablor
Par ki ns onlodopadsitte enast effective to allevia
motor disability but induces dyskinesiaRA have been
proposed to have neuroprotective effects and less inducti
dyskinesias. Rts were injected with -©HDA in the left
striatum and apartial and homogeneous striatal lesinas
characterized. Aftesurgery, animals were treated wlthdopa
or pramipexole at doses that produdesimilar therapeutig
benefit A control group received vehicle alorighe therapeutig
benefit was determined bythe reversal of akinesia of th
contralateral forepaw, induced khye lesion,and evaluated with
the cylinder test.Three independent groups of normal g
lesioned rats will be analyzed by microarray technology in o
to compare the genetic prailof he groups:normal/vehicle,
lesioned/vehicle)esioned/levodopa, and lesioned/pramipex
Within the profiles thus expressed we hope to iden
transcripts related to the therapeutic effects, as well as
possibly related taeuroprotection, plasticity and dyskinesi
We hope to be able to speculate on the possible unde
mechanisms and their relationship with the pharmacodyn
and pharmacokinetic properties of the druas under study.

INDUCED DYSKINESIAS .

Saborido M.}, Taravini I.%, Larramendy C. %, Murer G.2,
Gershanik 0.1

! aboratorio de Parkinsonismo Experimental, ININFA
CONICET-UBA. 2Laboratorio de Fisiologia de Circuitos
Neuronales, Dto. de Fismjyia y Biofisica, Facultad de
Medicina, UBA.E-mail: msaborido@ffyb.uba.ar

A common ad troublesome complication ofdopa therapy
in Parkinsonds di soéladomainduced
dyskinesiaqLID). To evaluate if it is possible to separate tt
generation of LID from the motor response induced fopa,
rats with severe lesion of the nigrostriatal pathwere treated
during 12 days with {dopa Once LID were established, rat;
were treated with increasing doses of SEZ3390 (D1
antagonist) or raclopride (D2 antagonist) in order to obtaif
dose that ameliorated LID without interfering with the motj
responseWe found thatSCH-23390 ata dose 8.005mg/kg
ameliorates the severity of LID. However, at these doses ¢
the motor response evaluated by means of contralat
rotations were also reduced. On the other hand, we were
able to find a dose of raclopride that reduced the LID scf
inducedby L-dopa. This was probably because of the very Iq
doses used here. These data in part supports the idea that
dyskinesias are established it is not possible to separatg
generation from the motor response induced bydapa.

BVI-115

PROTEIN SYNTHESIS INHIBITION EFFECT ON
DYSKINESIA INDUCTION.

Saborido M.}, Larramendy C. %, Taravini I.Y, Murer G.?,
Gershanik 0.1

YL aboratorio de Parkinsonismo Experimental, ININF
CONICET-UBA. ZLaboratorio de Fisiologia de Circuitos
Neuronales, Dto. deFisiologia y Biofisica, Facultad de
Medicina, UBA.E-mail: msaborido@ffyb.uba.ar

Dyskinesias are one of the major limiting side effeg
encountered in the treatment of Parkinson’s disease.
demonstrate that protein synthesis is required for the prim
effect of dopamine agonists on the generation of dyskines
22-gauge stainless steel cannulas were implanted hemilate
in the striatum of rats. Anisomycin (160pg/1.6pul) or vehic
were infused 15 min before apomorphine (0.025mg/kg)
vehicle onceevery 48 h, for a total of three times (priming
Forty eight hours later, all groups received 0.05mg/
apomorphine. After apomorphine administration contralate
rotations and dyskinesias were tested. Twenty minutes 3
apomorphine akinesia of the ¢oalateral forepaw was alsg
tested by means of the cylinder test. Our results suggest
the administration of anisomycin during priming witl
apomorphine diminishes dyskinesia severity induced by a r
challenge with apomorphine. These preliminary daticate
that protein synthesis could be necessary for the pla
changes that occur in response to dopamine agonists and
give origin to dyskinesia in an animal model of parkinsonism

BVI-116

ROLE OF THE VENTROMEDIAL MEDULLA IN

THE ANALGESIC MODULATI ON OF THE
STRIATUM . 'Barcelé AC., Fillipini, B. Pazo, JH.

Facultad de Odontologia, Catedra de Fisiologia and and
Facultad de Medicina, Departamento de Fisiologia,
Laboratorio de Neurofisologia. UBA, Paraguay 2155, Bueng
Aires, ArgentinaE.mail: acbarce@odon.uba.ar

Electrophysiological and pharmacologic studies done in ¢
laboratory provided data suggesting that the striatum play
key role in the endogenous analgesia mechanism. In
striatum stimulation reduced or suppressed #w @pening

reflex (JOR) induced by tooth pulp stimulation. This action
mediated by D2 dopamine receptors. The pathway followed
the analgesic affect is partially known and involves the GP &
the SNr nuclei. However, connections among theses nudei
the sensory trigeminal nuclei are not known. In order

elucidate the network involved in the striatum pain modulatg
mechanism upon the trigeminal nuclei, we carried out a st
in anesthetized rats with urethane. The uni or bilate
neurotoxic lesia (0.3 pl per side, kainic solution 0.25nM/ 0.]
pl) of the periacueductal gray matter (PAG), implicated in pe
modulation and with projections to the trigeminal nuclei, d
not suppress the striatal inhibition of the JOR. However, 1
neurotoxic bilateralesion (0.3 pl per side, kainic acid 0.25nM
0.1 pl) of the rostroventromedial medulla (RVM), another ar
related to pain modulation and connected to the seng
trigeminal nuclei, suppressed the striatal inhibition of the JC
(ANOVA F2.15=1413p =0.28L). The unilateral lesion of the
RVM left unaffected the JOR inhibiton (ANOVA
F2,20=13.767p<0.001). The present results suggest that {
analgesic effect of the striat
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ACTION OF GABA , RECEPTORS OF THE
SUBTHALAMIC NUCLEUS ON THE RELEASE OF
DOPAMINE IN THE STRIATUM.

Pazo JH., Fillipini B., Hocht C~.

Fac de Medicina, Dptode Fisiologia, Labde Neurofisiologia,
and'Fac de Farmacia y Bioguimica, Céle Farmacologia,
UBA. Paraguay 2155, Buenos Aires. ArgentiBanail
jpazo@fmed.uba.ar.

Previous studies from this laboratory have demonstrated
high frequency stimulation of the subthalamic nucleus (S
increases the release of dopamine in the ipsilateral strig
which is mediated by the substantia nigra compacta. How
the therapatic effect of high frequency stimulation of STN w
atributed to inhibition of STN neuronal activity. To furth
clarify the mechanisms involved, we have analyzed the effe
intrasubthalamic microinjection of gabaergic agonist
antagonist on the rehse of DA in the striatum. The experime
were performed in rats anesthetized with urethane.
microinjection of bicuculine (25.g / 0.2 pl) into the STN
increased the release of DA in the dtma (104 + 0.38 vs
196.84+ 15, expressed as % of control values,(?007). The
DOPAC concentration was not modified. The microinjectior
bicuculine into the adjacertzona incerta did not change t
concentration of both DA and DOPAC in the striatum. ]
microinjection of muscimol (0.2.g / 0.2 pl) in the STN
decreased the release of DA (103#2.49 % vs 43.7Z 3 %,
P< 0.001), but not of DOPAC. The observation of similautess
obtained by microinjections of bicuculine and high freque
electric stimulation of the STN, indicate that the latter is du
activation of the neurons of the nucleus.

BVI-118

REPEATED EARLY MATERNAL SEPARATION
AND COLD STRESS

Rodriguez CB Salatino, AE Odeon, M Acosta. GB

ININFA. Junin 956. 5floor, C1113AAD, Buenos Aire€-mail:
gacosta@ffyb.uba.ar

Early life events have profound consequences in growth
development. The aim of this study was to investigate
consequences of repedtearly maternal separation and expo
to cold stress on adult brain on GABAergic function a
determinate whether the desensitization to maternal sepa
was an agepecific. Rats' pups were separated from t
mother plus cold exposure (4°C) for hthpostnatal day (PD) 5
7 and 13 during 20 day$hese animals were allowed a 30 dé
recovery period until adulthood. The rats were Kkilled
decapitation and collecting trunk blood. Frontal cortex (FC)
hippocampus (HIC) were dissected. We studi@B& uptake,
corticosterone levels and GAT expression by western blg
Repeated stress decreased GABA uptake on FC and
significantly at PD5 as also the levels of corticosterone. W
GAT-1 expression increased at PD13 on FC. These prelim
results support the notion that early life environmen
manipulations have an influence on hypothalapiiaitary-
adrenal (HPA) axis and alter the expression of plasticity rel
neuronal proteins.

Supported by UBACYT B013 and CONICET, PIP5869
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oa-MSH INHIBITS THE EFFECT OF IL -1 ON
MEMORY CONSOLIDATION .

Gonzalez P! Lasaga M? Scimonelli, T

YFEC CONICET. Depto Farmacol. FCQ. UNC. Ciud
Universitaria, 5000 Cérdoba, Argentindnst. de Invest. ef
Reproduccién Facultad Medicina. UBA. E-mail:
vgonzalez@fcg.unc.edu.ar

It has been described that the immune activation causes ds
in learning and memory. Interleukitbeta (IL-1B), a potent
pro-inflammatory cytokine, has deleterious effects on mem
consolidation. The melanocortin-MSH exerts potet anti

inflammatory actions by antagonizing the effect of -p
inflammatory cytokines. Five subtypes of melanoco
receptors (MC1RMC5R) have been identified, being the MC3
and MC4R predominant in the central nervous system.
present experiments shdhat the bilateral injection of H1p (5

ng) in dorsal hippocampus immediately after training decre
freezing during the contextual fear conditioning test. Treatn
with «-MSH (0.05.9) blocked tis effect. Administration of the
MC4 receptor antagonist HS014 (Q.g) reverses the effect ¢
o-MSH. However, the treatment withMSH, an MC3 agonist
did not affect the IL1B-induced impairment of memor|
consolidation. Our results also showed thatlfi.can modulate
the persistence of memory. These results suggestutivegH,
through MC4R may inhibit the effect oL41p on memory
consolidation.

BVI-120

ACTIVITY -DEPENDENT REGULACION
GABA, RECEPTOR FUNCTION.

Gutiérrez M.L., Gravielle M.C.

Instituto de Investigaciones Farmacol6gi€BNICET-UBA.
Junin 956, C1113AAD. Buenos Aires, Arget Email:
migutierrez@ffyb.uba.ar
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Alterations in the GABA receptor function are associated w
tolerance to the sedatigpnotic effects of benzodiazepine
Chronic activation of GABA receptors by GABA has bee
shown to induce dowregulation of receptor number al
uncoupling of GABA/benzodiazepine site interactions wit
half-time of 24 h. In a previous work we reported that a sir
brief exposure of cultured neocortical neuron&#BA for 5-
10 min (§,=3 min) initiates a process that results in uncoup
hours later (=1 h) in the absence of a change in rece
number, providing a paradigm to selectively study
mechanism of uncoupling. Uncoupling is contingent u
recepto activation and is accompanied by deregulation of
selective receptor subunits. In order to determine whe
uncoupling is produced by positive allosteric modulators
studied here the effect of brief applications of benzodiazep
Results from thes experiments indicated that diazep
treatment induced a small but significant uncoupling tha
blocked by flumazenil. To further analyze the mechanisni
uncoupling we first investigated whether uncoupling
mediated by the activation of a protein & cascade. Oy
results showed that the protein kinase inhibitors studied blo
the GABArinduced uncoupling suggesting a role
phosphorylation on the mechanism of uncoupling. This acti
dependent modulation of GABAreceptor function may b
relevar to physiological and pharmacological conditions wh
synaptic receptors are exposed to GABA agonists for se
minutes.
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CHANGES IN HIPPOCAMPAL Arc PROTEIN
EXPRESSION AND SYNAPTIC PLASTICITY BY
THE PRESENTATION OF CONTEXTUAL CUES
LINKED TO DRUG EXPERIENCE

Monti C., Almiron R., Ramirez O.

IFEC-CONICET Dpto. de Farmacologia, Facultad de Cienc
Quimicas,UNC.Cérdoba,Argentina
Email:cmonti@fcq.unc.edu.ar

Hippocampal synaptic plasticity has been related to lear|
memory and adaptive processes developed during ch
administration of drug abuse. In this study, we investigatg
the environmental context associated with glexperience wa
able to evokethe same behavioural alteratiabserved afte
chronic diazepam administration. &/ also studied the
hippocampal synaptic plasticity and anatomical expressio
Arc protein duringwithdrawal and retrieval as a marker
neuronal activity. Wedemonstrated that #xpositionto the
initial context was associated with the expression oftheety
sign, characteristiof benzodiazepine withdrawaévoked on
days 15and 25 An increasedippocampal synaptic plasticity
on dentate gyrus, was observed in animals depender
diazepamand during retrieval until day 15. However his
correlation disappeared 25 days after the first exposutee
context Moreover an oveexpression of Arc mtein indorsal
dentate gyrus and CAduring the first dayjn the dependent
animals and also during the re-exposition on day 15 wa|
observed. In conclusion he behaviour evoked by th
environmental context associated with the experience of]
drug on @y 25, but not linked to an increased hippocan
synaptic plasticity or over expression of Arc protein, n
indicate that ths behaviour on day 25 is not dependent on
hippocampus but may b#ependent on other cortical areas
the bain.
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MODUL ATION OF FEAR CONDIT IONING BY

MK -801 IN ETHANOL WITHD RAWN RATS.

M.E. Bertotto, C. Boiero, V.A. Molina, I.D. Martijena.
IFEC-CONICET, Departamernto de Farmacologia, Faculta
de Ciencias Quimicas, Universidad Nacional de Cérdoba, 5
Cdrdoba, Argentinamebertotto@fcqg.unc.edu.ar

We have recently shown that discontinuation from chrg
ethanol administrationresults in a clear enhancement
contextual fear conditioningt is known that NMDA receptors
are a major site for ETOH action and that they play a crit
role in memory processes and in associative aversive lear
Therefore, in the present study we investigated the effeq
MK-801, a NMDA receptor antagonistn fear conditioning in
ETOH withdrawn rats.

Wistar rats made dependent via an etanol (6% v/v) contali
liquid diet for 14 days. Threalays after the last ethan
administration animalsvere injected with MK801 (0.1 mg/kg
i.p.) 30 min before a contexaufear conditioning paradigm (
electrical foot-shocks 0.4mA, duration 3s; ITIl: 30sjwenty-
four hours later animals were exposed to the context wit|
shock delivery and the freezing response was evaluated.
The present study shows that: 1). The fororaf a new fear
memory is facilitated in animals that have previou
experienced ETOH withdrawal. 2). Administration of M3Q1,
at a dose that did not affect thequisition ofcontextual fear
conditioning in control animals normalized the freezing
respnse in ETOH withdrawn rats. 3). 0.3 mg/kg seems to b
effective dose of MKBO1 to block the fear conditionin
acquisition in control rats.

The enhanced sensitivity to the facilitatory effect of ¥6L in
ETOH withdrawn animals may be mediated by ddap
changes in NMDA receptors provoked by ETOH dependencg

BVI-123

ROLE OF ADHESION MOLECULES IN THE
SYNAPTIC REMODELLING INDUCED BY AN
EXPERIMENTAL MODEL OF DEPRESSION AND
THE ANTIDEPRESSANT FLUOXETINE .

Podesta MF., Lorenzo Lopez JR., Sonnemberg MLopez
M., Brusco A., Wikinski S., Reinés A.

Instituto de Investigaciones Farmacolégicas (ININFA, UB/
CONICET), Junin 956, Buenos Aires, Argentin&-mail:
areines@ffyb.uba.ar

Hippocampal plasticity seems to be involved in t
pathophysiology of depression and in the therapeutic action
antidepressants. NCAMind Ncadherin dhesion molecules
participate inbuilding and maintaining synaptic structuvat
also play a role imeuroplasticity. The aim of this work was ta
examine the synapse morphology and adhesion nlele
expression in the hippocampus of animals exposedhéo
learned helplessness (LH) paradig The effects of the
antidepressant fluoxetine (FLX) weaéso studiedAt the CA3
synapses olLH animals, synaptic cleft waswider ard total
number of vesicles was lower than corgrobhereaslength
and thicknessof postsynaptic density were, respectivel
reduced and increased. Whilemunostainingsfor NCAM
decreased andfor PSANCAM, a lessadhesive form,
increased in the CAS3 region of LH rats, resultgevexactly
the opposite in the CAl. In LH grougptal NCAM and N
cadherin expressioiiled to differ from controls, possibly dug
to a counteracting effect between CAS3d CA1 contributions.
Interestingly, FLX treatment strongly reducéatal NCAM
expression accompanied by a slight-tadherin diminution
Our results indicate that LH exposure induces a decreas
CA3 connectivity and that FLX might exert its action b

reducing NCAM expression and so that inducing synap
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MIDAZOLAM PREVENTS BOTH THE
INCREASE ON p35 LEVELS IN BASOLATERAL
AMYGDALA AND THE ENHANCED ANXIETY
PROVOKED BY STRESS.

Bignante E.A., Paglini G., Molina V.A.

Dpto. de Farmacologi (IFEC). Facultad de Ciencias
Quimicas. Universidad Nacional de Coérdoba. Ciudg
Universitaria, 5016. Cordoba. Argentina.  Hnail:
anahibignante@fcq.unc.edu.ar

Amygdala is crucially involved in the processing of fear al
anxiety. Recently we have reported that stress increase

expression of p35 selectively in the Basolateral Amygdi
(BLA). This increase is consistent with an enhanced anxie
like behaviour in stressed animalis.the present work, we try
to elucidate if the naonalization of this anxiogenic behaviol
with prior midazolam (MDZ) administration also prevents tf
increase on p35 expression induced by restraint.

Adults Wistar rats (29320 grs) received a dose of 0.5 mg/k
of MDZ i.p. or vehicle (VEH) and later on seljed to a 30

min restraint session. One day later, animals wg
behaviourally tested on the elevated plus maze (EPI
Another group of animals received a dose of 0.5 mg/kg
MDZ i.p. or vehicle (VEH) followed by the stressfu
experience. Thirty minutedtar stress rats were sacrificed fo
the immunohistochemistry.

Restraint provoked a significant and selective increase of p3
levels in BLA and an enhancement of the anxlidy behavior.

Both effects were prevented by prior MDZ administration.
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BONE MARROW ADRYAMICIN INDUCED
ERYTHROPOIETIC INJURY AND RENAL
NEPHROTOXICITY.

Stoyanoff T., Stemberg E., Todaro J., Cardoso L., Juaristi
J., Aguirre M., Brandan N.

Céatedra de Bioquimica. Fac.Medicina. UNNEoreno 1240
(3400) Corrientes. Enail:nbrandan@med.unne.edu.ar

Adryamicin (ADR) is a chemotherapeutic agent that indug
genotoxicity in hemaitmoietic systemHowever, its effects or
bone marrow (BM) erythropoiesis related to nephrotoxicity
notwell known. Ths study evaluatethe effects of ADR on thé
erythropoietic response and its relationship with renal inj
CF1 mice were injected witADR (15 mg/kg ip)for a time
course study of 120 days. BM mitosis and apoptosis,

microenvironmat, EPOR expression, differeial erythroid
precursors anérythroid colonies were determined. Renal H
expressionfunctionaland structural assaygere performed in
parallel. BM erythropoiesis was deeply affected: erythroid ¢
CFU-e and BFUe coloniedecreasetby day3. Apoptcsis was
maximal on day7. EPOR levels decreaseas coincident with
BM microenviraimentdisruption ErythropoieticBM recovery
was obsared from day30. HIF was detectedince day 15n

accordanceawith hypoxic neptrotoxicity. These results sugge
that BM recoveryto ADR-induced erythropoietic injury migh
be associated with BM microenviromental regulations raj
than with renal hypoxia.
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NEUROPROTECTIVE EFFECT OF 17b-
ESTRADIOL IN A RAT MODEL OF NEONATAL X
RADIATION .

Caceres, L. G%; Aén, L.% Saraceno, E% Capani, F2
Guelman, L. R}

Facultad de Medicina, UBA:EFyBOCONICET,ZFacuItad
de Medicina, UBA Depto. Bioquimica Human&araguay
2155, Buenos Aires, Argentina-nail: lugcaceres@gmail.com

Developing Central Nervous System (CNsSYulnerable to
radiationinducedreactive oxygen species (ROS). The
consequent oxidative stress has been shown to produce ch
at behavioral, biochemical and histological levels in cerebell
(CE) and hippocampus (HIP).

The aim of the present work was to tégt7b-estradio] a
potential neuroprotector, was able to counteract these chan
Neonatal male Wistar rats weXeirradiated (5 Gy) in their
cephalic ends up to 48hs of postnatal difel a group of this
animals was treated withi7b-estradiol( 5g&y). Open field (OF)
test, ROS levels, as well as a histological assessment, were
performedat 30 postnatal days

Administration ofl7b-estradiolimproved the shoiterm
habituation and decreased the tigpent in the centre in the OF
ROS levels returned to control in HIP and the cytoarchitectu
of CE was reconstituted.

These results suggest thHab-estradiolwas able to counteract
the effects of Xrays at behavioral, biochemical and histologig
levels, probably acting through an antioxidant mechanism.
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ANXIOGENIC EFFECT OF A NEW BIOACTIVE
DERIVED OF QUINOLONES.

Lc')pbez Rivilli M.J.®., Bignante E.A® Molina V.A.2., Yranzo
G.I.°

3Dpto. de Farmacologia (IFECDpto. de Quimica Orgénic
(INFIQC), Facultad de Ciencias Quimicas, Universig
Nacional de CdrdobaCiudad Universitaria, 5016 Cordobg
Argentina. Email: marisalr@fcq.unc.edu.ar

The pharmacological properties of benzodiazeparesdue to
their GABA, receptor modulating propertyconsequently
benzodazepine binding site (BBS) ian interesting target fo
the development of novel druggith potential effect on anxiety
Severaltypes of compounds, such as thegazolequinolinones
are known to bind to the BBS with high affinity, cashow a
continuous pharmacological activity as agonists, inverse ag
or antagonists.

A serie of novel 2aryl-2H-pyrazolo[4,3c]quinolin-3-ones
derivatives were synthetized/ultistep synthesis was carrie
out starting from bromoanilines and dieth
ethoxymethylenemalonate via Gdwacobs reaction, and t
furthertreatment with the appropriate analog of phenilhydra
gave thepyrazolequinolinonenucleus.

We evaluated the effect @ine of theselrugs on the anxietjike
behaviag of Wistar adult ma rats (256300 g in the Elevated
Plus Maze (EPM), an experimental paradigm to mon
anxiety. Animals were injected and testddrty minutes later in
the EPM We evaluated the followg doses: 0.25, 0.5, 1y 3
mg/kg, a significant aringenic effect was observed with 3
mg/kg, since there wassignificantreductionin the percentag
of time spenton open arms of the EPM. These results sugge
possible role of this drug as an inverse agonist of the BBS
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UTILIZATION OF PSYCHOTROPICS
ARRIBA DURING 2007.

Quaglia N, Paciaroni J, Elias MM

Area Farmacol. Facultad de Cs Bioq y FathiR
Suipacha 531. 2000 Rosario.
nquaglia@fbioyf.unr.edu.ar
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Central nervous system drugs are widely used in Argen
Objective: To study the consuntipn of antidepressant (ATDs
and benzodiazepines drugs (BzZDs) during 2007 in P4
Arriba, a town located in the south of Santa Fe with about
inhabitants. Moreover, to value if the utilized drugs fit w|
National Therapeutic Formulary (NFT)Methods ATDs and
BZDs consumption was calculated from the number of def
daily dose (DDDs) and DDRO000 inhabitantslay (DHDSs).
Data was collected from the total of prescriptions receive
the whole pharmacyods offic
period. Dugs utilization 90% method (DU90%) was employ
to value the adjustment of drugs to NFResults ATD: total
consumption (DHDs): 8.13n (DDDs): 5868; in the segmer
DU90% was found: fluoxetine: 1545, paroxetine: 14
citalopram: 848, escitalopram: 652,sertraline: 630,
amitriptyline: 313. The 50% of these are included in the N
BZD: total consumption (DHDs): 8209In (DDDs): 59870, in
the segment DU90% were found clonazepam (Cin): 28
lorazepam (L): 13174, alprazolam: 12980. The NFT inclu
diaze@mm, L and Qb. The last one used only for panic crig
treatments when it is not indicated comitial crisis use.
Conclusion It is observed a relatively low consumption
ATDs and high of BZDs. Generally, it is scarce the adjustn
to FTN. It would besuitable to revise the utilization of the
drugs in order to promote a higher rationalization in its use.
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PRENATAL STRESS INDUCES OXIDATIVE AND
BEHAVIOURAL ALTERATIONS IN
OFFSPRING’'S CEREBELLUM AND

HIPPOCAMPUS RAT.

Maur DG, Palumbo ML, Bourdet B, Genaro AM, Zorrilla
Zubilete MA.

Catedra de Farmacologia, Facultad de Medicina, U
CEFYBO-CONICET. Paraguay 2155, Buenos Aire
ARGENTINA. mariazorrillaz@gmail.com

Stress during early development stages induces both earl
later alterations. Thebjective of this study was to evaluate t
role of the cellular oxidative mechanisms in the behavio
alterations in adulthood induced by prenatal stress durin
neurodevelopment. Methods: pregnant Wistar rats
individually restrained three timesday, 45 minutes each. W.
analysed the offspringds hi
Oxide Synthase (NOS) activity, NOS expression by nNOS
RT-PCR and Western Blot. Results: The offspring of stres
rats showed an increased activity of total N
(pmol/gtissue/30min) at PN7, PN15 and PN90. We

detected an increased production of Reactive Oxygen Sp
(ROS) stimulated by NMDA in PN15 cerebellum. Finally,

observed an increased protein profile of neuronal NOS (nN
at PN15, PN30, PN45 and POI%ogether with an alteration i
the expression of NOS RNA. Conclusion: Stress during €
development stages induces alterations in cerebellar
hippocampal oxidative mechanisms. Taking this results toge
with behavioural abnormalities we hypothesighat the
oxidative alterations might be primary events dur

development, which manifest in adulthood as signifig
channnc in animal hanhavinanr
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NEUROTENSIN DECREASES HIGH AFFINITY
[3H]—OUABAIN BINDING TO CEREBRAL

CORTEX MEMBRANES.

Rosin C., Lopez Ordieres,M.G., Rodriguez de Lores

Arnaiz, G.

I nst Biol Cel y Neuroc #APro
Catedra de Farmacol, Fac Farm y Biog, UBAraguay 2155,
1121Buenos Aires, Argentin&-mail: grodrig@f fyb.uba.ar

Previous work showed &t neurotensirinhibits synaptosomal
membrane Na K*-ATPase activity, an effect blocked by Sk
48692 (SANOFIAVENTIS, US INC) antagonist for high
affinity neurotensin receptor (NTS1Neurotensin effect on
high affinity [*H]ouabain binding was studiedo observe a
dosedependentdecrease, with thdollowing values ¢ vs
contro): 87 + 10; 66 + 5 and 22 + 103) at 10° M, 10° M
and 16* M peptideconcentration, respectively. SR 48682
10°® M, 10° M and 16* M decreased®H]ouabain binding (in
%) t096 + 19; 85 £+ 16 and 34 + 17 (n =63, respectively.
Neurotensinat 10® M and 10° M concentratiorrespectively
decreased 15% and 30% binding to membraiftes injection
of SR 48692(100 ¢ g /, kcng 30 min). It is concluded that
neurotensin is able to modulaf#Jouabain binding, an effect
which hardly involves NTS1 receptor.
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NON RADIOACTIVE IN SITU HYBRIDIZATION
OF CRFR1 mRNA IN AN ANIMAL MOD EL OF
DEPRESSION.

Fernandez Macedo GV., Sifonios L., Cladouchos ML.
Wikinski S.

ININFA. Junin 956 piso 5°Buenos Aires, Argentinaméil:
georginafm@ffyb.uba.ar

Corticotrophin releasig factor (CRFhas been shown altered
depressive patients as well as in animal modietepressionin
this pathological conditignit exerts its action mainly throu
activation of type one CRF receptor (CRFRMe developed
non radioactiven situ hybridizaion method tameasure CRFR
mRNA. We used a cRNA digoxigeniiabeled probe synthesiz
by thein vitro transcription of a rat CRFR1 cDNA subcloned

vector. Hybridization was performed on rat brain sectiand thg
probe specifically hybridized with the CRFR1 mRNA
detectedby a comnercial kit. $ecificity to CRFR1 mRNA w3
confirmed in sections hybridized with sense probes,
specificity to RNA was tested digesting the tissue with RN
prior to hybridization and the specificity of the detec
procedure was studyithout using e label probeWe measurd
the expression of CRFR1 in two hippocampal areas (CA3
dentate gyrus) of animals after 21 days of exposure to the I¢
helplessness (LH) paradigie compareda control group €,
rats not exposed to stress), LH+ (rats ttevelop the behaviou
despair afteexposure to stress) and LKats that fail to develg
the behavioural despair after exposure to stré$$y. showed
decrease in the mRNA CRFR1 expression veksiisor C, both
in CA3 and in dentate gyrus (p<0.0¥e concludehat3 week
after exposure tthe LH paradigmthe expresion of CRFR1 is
downregulated

Supported by: PICT 31953, PIP 5870, UBACYT MO013

MO073.
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GLIAL FIBRILLARY ACIDIC PROTEIN (GFAP)
INCREMENTS ARE OBSERVED IN
HIPPOCAMPUS OF CHRONIC RESTRAINT
ANIMALS BUT NOT IN ANIMALS EXPOSED TO
THE LEARNED HELPLESSNESS PARADIGM.
Cladouchos M.L., Sifonios L., Cereseto M., Fernandez
Macedo G.V., Wikinski S.

Instituto de Investigaciones Farmacoldgicas (CONICHA)
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miclado@ffyb.uba.ar

Astrocytic changes in depression and in animal models o
disease are still poorly known. The main goal of this work
to investigate, by immunohistochemistry, the changes in G
in two experimental models of depression: the learrn
helplessness paradigm and the chronic restraint stress.
adult rats were exposed to protocolof either restraint streg
(RS) (6 hours/day for 21 consecutive days) or inescay
shocks (LH) (one session of 60 footeks lasting 15 sec ea(
during 1 hour). In this latter model, 4 days after exposur
stress, animals were tested to identify those showing (LH;-
not showing (LH) despair behaviour. The RS and their cont
were sacrificed the day after concluding throtocol and th
LH+, LH- and their controls (CLH) were sacrificed 4, 10 ano
days after exposure to inescapable stress. Only RS ar
showed a significant incremerbmparedwith their controls
(RS: 50, 9 %, p<0.001, dfergmees
were found in GFAP on days 4, 10 and 25 between CLH,
and LH animals. In the literatureexperimental models ¢
depression are usually considered to be equivalent. Fron
results it seems that caution in these extolations should b
advisable.

Supported by: PICT 31953, PIP 5870, UBACYT M013
and M073.
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