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Prevention of Renal Fibrin Deposition in
Endotoxin-induced DIC through Inhibition
of PAl- 1
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Abstract of:
Thromb Haemost 2000;84:65-70

P lasm inogen activator inh ibitor-1 (PAI-1) increases in
endotoxemia thus possibly cooperating in altering the hemostatic
balance in a prothrombotic direction. The effect of the inhibition
of PAI-1 with the monoclonal antibody MA-33B8 was studied
systemically and in kidneys in a lapine model of endotoxin-induced
disseminated intravascular coagulation (DIC). The increase in
plasmatic PAL activity in the control group (n =  9) was inhibited
in the MA-33B8 treated rabbits (n =  5). Control rabbits showed
renal fibrin deposits, whereas only one of the MA-33B8 rabbits
did so. These results were confirmed immunohistochemically in
kidneys as PAI-1 immunostaining was seen inside the glomeruli
and larger vessels in the control group, whereas MA-33B8 rabbits
showed a remarkable decrease, demonstrating that MA-33B8
successfully inhibited PAI-1 in the kidneys as well. Therefore
evidence for the important role of PAI-1 in fibrin generation in
endotoxin-induced DIC is presented, suggesting that strategies
aiming at its reduction can be useful in this pathology (9), there
have been no attempts so far to study the effect of the inhibition
of PAI activity, which is dramatically increased after a continuous
infusion of gram negative endotoxin [lipopolysaccharide (LPS)] at
a dose sufficient to induce disseminated intravascular coagulation
(DIC) (10-16). MA-33B8 is a PAI-1-neutralizing monoclonal
antibody (Mo Ab) raised against human PAI-1 and crossreacting
with, as well as exerting a strong neutralizing activity against,
rabbit PAI-1 (17). The PAI-1 neutralizing effect of MA-33B8 was
shown to be associated with an accelerated conversion to the
latent conformation (18 , 19). In this study we investigated the
effect of MA-33B8 in a well defined model of LPS-induced DIC
(14-16), in which the Mo Ab is administered to rabbits receiving
a continuous intravenous infusion of F. coli LPS. As kidneys are a
targe t  organ for the  forma t ion of  f ibr in po lymers  in the
microvasculature in DIC and previous studies have postulated a
role for PAI-1 in the renal pathology and also in the generation of
fibrin deposits (20, 21), special attention is paid to the effect of
trea tmen t  w i th MA-3 3 B 8  on PAI-1  ac t iv i ty in the  rena l
microcirculation and its relationship with the formation of renal
fibrin deposits.

Key words: PAI-1 .  Sepsis.  Endotoxem ia .  Monoc lona l
antibodies. Kidney.
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Abstract of:
The Histochemical Journal 32:63-70 ,2000 .

The proventriculus constitutes the glandular region of the
c h i c k e n  s tom a c h .  T h i s  org a n  i s  i nn e rva t e d  by  t wo
parasympa thet ic  networks,  the  myenteric  and submucous
plexus, and here we present a systematic study of this system
by immunoh istochem istry and e lectron m icroscopy.  A ll the
neurons and fibres were positive for the neural markers, protein
g e n e  p rodu c t  9 . 5  a nd  t h e  a m i d a t i ng  e nzym e s .
Immunoreactivities for the constitutive neuronal isoform of the
enzyme nitric oxide synthase and the vasoact ive intest ina l
peptide were present in neuronal bodies suggesting an intrinsic
origin for the sim i larly immunoreact ive f ibres found in the
proventriculus. On the other hand. immunoreactivity to gastric
inhibitory peptide was only found in varicose fibres mak ing
contact with the blood vessels and the glandular epithelium,
but never in the neuronal somas, suggesting that this substance
may be provided by an extrinsic nervous system whose neuronal
bodies are located elsewhere . E lectron microscopy revea led
frequent neuromuscular and neuroepithelial connections in the
muscle layers, the wall of the blood vessels and the epithelium.
In add it ion ,  synapsis-l ike structures were ident if ied in the
proximity of cells belonging to the diffuse endocrine system.
provid ing a new examp le  of neuroendocrine  contacts.  No
pos i t iv i ty was found for an t ibod i es aga inst  other neura l
substances including somatostatin. peptide histidine-isoleucine.
peptide tyrosine-tyrosine, neuropeptide tyrosine, bombesin, met-
enkephalin, serotonin. substance P, galanin, calcitonin gene-
related peptide and S-100 protein.
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inflammatory response syndrome during
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Abstract of:
J Nephrol 2000; 13: 282-289

Abstract: Background. Endothelial damage and hemostatic
imbalance play an important role in the evolution of the Systemic
Inflammatory Response Syndrome (SIRS) into the Multiple Organ
Dysfunction Syndrome (MODS). In Acute Renal Failure associated
with SIRS, different types of Continuous Renal Replacement
Therapies (CRRT) may give non-renal benefits by modifying the
levels of some factors related to those disturbances.

Methods: Forty patients with SIRS-associated ARF were
randomised to receive either continuous venovenous hemofiltra-
tion (CVVH) or continuous venovenous hemodiafiltration (CVVHDF)
for the first 24 h. Afterwards the CRRT method was reversed.
The group treated with CVVH moved to CVVHDF and that treated
with CVVHDF to CVVH for the next 24 h. Plasma levels of: von
Willebrand Factor (vWF), thrombomodulin, plasminogen activity
inhibitor type 1 (PAI-1: antigen and activity), tissue type plas-
minogen activator (t-PA: antigen), prothrombin fragment 1 + 2
(F1 + 2) and thrombin-antithrombin complexes (TAT) were meas-
ured previously to CRRT (base-line), and after 24 and 48 hours of
therapy. Multivariate ANOVA was the statistical method used.

Results: In the MANOVA study a significant decrease in PAI-
1  ac t iv i ty dur ing the  trea tmen t  proc edure  was observed
(horizonta lity p < 0 .05).PAI-1 antigen showed a tendency to
decrease although without statististical significance. There were
no significantly different changes in the other factors analysed
during either CRRT (parallelism p > 0 ,05). At the base-line point,
all the factors were higher than normal values in healthy adults.

Conclusions: The present study suggests that CRRT, in
patients with SIRS, may promote a decrease in PAI-1 and conse-
quently, a better outcome. There were no differences between
the CVVH and the CVVHDF methods regarding the factors analysed.
The present data confirms that there is an important endothelial
and hemostatic dysfunction in SIRS from the early phases.

Key words: Systemic inflammatary response Syndrome
(SIRS). Acute renalfailure (ARF). Continuous renal replacement
therapy (CRRT). Endothelial injury. Haemostatic disturbances.
Plasminogen activity inhibitor type 1 (PAI-1)
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Abstract of:
Thrombosis Research 100 (2000) 19-25

Endothelial damage plays a central role in the development
of an SIRS-related Multiple Organ Dysfunction Syndrome (MODS)
as a  consequenc e  of  the  estab l ishmen t  of  a  hemosta t i c
imbalance between coagulation and fibrinolysis systems. Until
now, sepsis is the SIRS model that has been most studied. The
aim of this study was to assess the endothelial damage and the
hemostatic imbalance in early stages of an SIRS of different
origins, and to study if there are any differences in these distur-
banc es be twe en in f e c t ious and non in f e c t ious SIRS .  The
endothelial damage and hemostatic changes were studied in
40 patients with SIRS (with less than 12 h of evolution) and an
acute renal failure. Infectious SIRS was diagnosed in 19 cases
and non-infectious SIRS in the remaining 21 patients. Patients
with SIRS presented significantly higher values (p < 0 .001) for
factors related to endothelial damage [von W illebrand factor
(vWF), thrombomodulin, tissue plasminogen activator (t-PA),
and plasminogen activator inhibitor type 1 (PAI-1) antigen],
hypercoagulability [prothrombin fragment 1 +  2 (Fl +  2) and
thrombin—antithrombin complexes (TAT)], and fibrinolysis (D-
dimer and PAI activity) with respect to the control group. How-
ever, although the group with infectious SIRS presented higher
values for all the factors except for the t-PA and D-dimer with
respect to SIRS of other origins, none of these differences reached
statistical significance (p > 0 ,05). Our data show that patients
with SIRS and associated acute renal failure, irrespective of the
origin (infectious or noninfectious), show signs of intense endothelial
damage and bypercoagulability throughout the process.

Key words: Systemic Inflammatory Response Syndrome.
Acute renal failure. Sepsis. Hemostatic disturbances. Endothelial
damage.

Colocalization of numerous
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Abstract of:
The Histochemical Journal 32: 295-301 , 2000 .

The colocalization of regulatory peptide immunoreactivi-
ties in endocrine cells of the chicken proventriculus at hatching
has been investigated using the avidin-biotin technique in serial
sections and double immunofluorescence in the same section
for light microscopy, and double immunogold staining for elec-
tron microscopy. In addition to the eight immunoreactivities
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previously described in this organ, cells immunoreactive for
peptide histidine isoleucine (PHI), peptide gene product 9 .5
(PGP). and the amidating enzyme, peptidylglycine α-amidating
monooxygenase (PAM) were observed. All the cells immunore-
active to glucagon were also immunostained by the PHI antise-
rum. In addition, all the glucagon-like peptide 1 , avian pancre-
atic polypeptide, and some of the neurotensin-like cells costored
also glucagon- and PHI-immunoreactive substances. PGP- and
PAM-immunoreactivities were also found in the glucagon-posi-
tive cells. A small proportion of the somatostatin-containing
cells were positive for PHI but not for other regulatory peptides.
These results could suggest either the existence of a very com-
plex regulatory system or that the endocrine system of the new-
born chickens is not yet fully developed.

The relationship between glycogen
synthesis, biofilm formation and virulence
in Salmonella enteritidis

M. Angeles Bonafontea, Cristina Solanoa,
Begona Sesmab, Miguel Álvarezb, Luis
MontuengaC, David García-Rosc, Carlos Gamazoa,*

aDepartamento de Microbiología, Universidad de Nava-
rra, 31008 Pamplona, Spain. bInstituto de Salud Pública
de Navarra, 31008 Pamplona, Spain. cDepartamento de
Anatomia Patológica, Universidad de Navarra, 31008
Pamplona, Spain

Abstract of
FEMS Microbiology Letters 191 (2000) 31-36

Salmonella enteritidis accumulated large quantities of
intracellular polysaccharide when grown in unrestricted nutrient
conditions. Dense, abundant cytoplasmic granules were observed
by electron microscopy in sections stained by the periodic acid-
chlorite technique, indicating that the polysaccharide was of
the glycogen type. When biofilm-producing S. enteritidis was
pre-incubated in media containing increasing levels of glucose
concentration, the levels of both cytoplasmic glycogen and biofilm
rose correlatively to a point where a ceiling effect was observed.
Studies carried out with activators and inhibitors of glycogen
biosynthesis confirmed that biofilm was formed from glycogen
cell stores. On the other hand, the virulence of the biofilm-
producing strain in infected chickens increased proportionally
to the amount of stored glycogen, suggesting a possible role of
the glycogen depot in the virulence of S. enteritidis.

Gentamicin encapsulation in PLA/PLGA
microsphere in view of treating Brucella
infections

S. Priora, C. Gamazoa,*, J.M. Iracheb, H.P. Merklec,
B. Ganderc

aDepartment of Microbiology, University of Navarra,
Pamplona 31080, Spain. bDepartment of Pharmacy and
Pharmaceutical Technology, University  of Navarra,
Pamplona, Spain. cInstitute of Pharmaceutical Sciences,
ETH. Zürich., Switzerland

Abstract of:
International Journal of Pharmaceutics 196 (2000) 115-125

In v i ew of  trea t ing in trac e l lu lar Bruc e l la in f e c t ions ,
microspheres made of poly(lactide) (PLA) and poly(lactide-co-
glycolide) (PLGA) were developed as delivery system for the
cationic and highly hydrophilic antibiotic gentamicin sulphate.
Drug microencapsulation by spray drying yielded microspheres
with regular morphology, an average particle size of approxi-
mately 3 µm and encapsulation efficiencies of up to 45%. Dif-
ferent copolymers of similar molecular weights gave varying
encapsulation efficiencies and particle size distributions. The
encapsu la t ion e ff ic iency genera l ly increased w ith polymer
hydroph i l i c i ty,  e x c e p t  for  t h e  hydroph i l i c  copo lym e r
PLGA5O:50H carrying carboxylic end groups. Encapsulation also
depended on the pH value of the aqueous drug solution to be
encapsulated. Moreover, increasing nominal gentamicin sulphate
loading yielded lower efficiencies. For comparison, some for-
mulations were also prepared by a (W1/O)W 2-solvent evapora-
tion method, which yielded lower encapsulation efficiencies, in
the order of 13%. F inally, drug bioactivity was found to remain
intact after microencapsulation, MS storage and MS incubation
in aqueous med ium .  The  resu l ts suggest  tha t  PLA/PLGA
microspheres prepared by spray drying may be an appropriate
delivery system for gentamicin sulphate to be used in the treat-
ment of intracellular Brucella  infections.

Key words: Gentamicin sulphate. PoIy(lactide). PaIv(lactide-
co-glycolide). Microspheres. Brucellosis. Intracelullar infections.

Brucella abortus and Its Closest
Phylogenetic Relative, Ochrobactrum spp.,
Differ in Outer Membrane Permeability and
Cationic Peptide Resistance

J. Velasco1, J.A. Bengoechea1,2, K. Brandenburg2,
B. Lindner2, U. Seydel2, D. González1, U.
Zahringer2, E. Moreno3, And I. Morjyon1,*
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Abstract of:
Infection and Immunity, June 2000 , p. 3210-3218

The outer membrane (OM) of the intracellular parasite
Brucella abortus is permeable to hydrophobic probes and resistant
to destab i l izat ion by polycat ion ic pept ides and EDTA .  The
significance of these unusual properties was investigated in a
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comparative study with the opportunistic pathogens of the genus
Ochrobactrum, the closest known Brucella relative. Ochrobactrum
spp. OMs were impermeable to hydrophobic probes and sensitive
to polymyxin B but resistant to EDTA. These properties were
traced to lipopolysaccharide (LPS) because (i) insertion of B .
abortus LPS, but not of Escherichia coli LPS, into Ochrobactrum
OM increased its permeability; (ii) permeability and polymyxin B
binding measured with LPS aggregates paralleled the results with
live bacteria; and (iii) the predicted intermediate results were
obtained with B. abortus-Ochrobactrum anthropi and E. coli-O.
anthropi LPS hybrid aggregates. Although Ochrobactrum was
sensitive to polymyxin, self-promoted uptake and bacterial lysis
occurred w ithout OM morphologica l changes, suggesting an
unusual OM structural rigidity. Ochrobactrum and B . abortus
LPSs showed no differences in phosphate, qualitative fatty acid
composition, or acyl chain fluidity. However, Ochrobactrum LPS,
but not B. abortus LPS, contained galacturonic acid. B. abortus
and Ochrobactrum smooth LPS aggregates had similar size and
zeta potential (-12 to -15 mV). Upon saturation with polymyxin,
zeta potential became positive (1 mV) for Ochrobactrum smooth
LPS while remaining negative (-5 mV) for B . abortus smooth
LPS, suggesting hindered access to inner targets. These results
show that although Ochrobactrum and Brucella share a basic
OM pattern, subtle modifications in LPS core cause markedly
different OM properties, possibly reflecting the adaptive evolution
of B. abortus to pathogenicity.

Adenocarcinoma vesical primario: nuestra
experiencia en los últimos diez años

D. Sánchez Zalabardo, J. Rodriguez González*,
J.M. Fernández Montero, J. López Ferrandis,
J. Arocena García-tapia, G. Sanz Pérez,
D. Rosell Costa, J.J. Zudaire Bergera, E. De Alava
Casado*, J.M. Berián Polo
Servicio de Urologia. *Departamento de Anatomia
Patológica. Clínica Universitaria de Navarra.

Abstract of:
Actas Urol Esp. 25 (8): 573-577 . 2001

Los adenocarcinomas vesicales son tumores vesicales ra-
ros, que generalmente corresponden a lesiones metastásicas y
con menor frecuencia a tumores vesicales primarios. Presenta-
mos los adenocarcinomas primarios tratados en nuestro hospi-
tal en los últimos 10 años. El pronóstico de estos tumores está
en relación con el momento del diagnóstico ya que su creci-
miento intramural provoca que el diagnóstico se realice en es-
tadios avanzados de la enfermedad. El tratamiento suele con-
sistir en cirugía radica l , a Ia que es necesario añadir otros
tratamientos complementarios en casos de recidiva.

Palabras clave: Adenocarcicoma vesical. Uracal. No uracal.

Key words: B ladder adenocarcicoma. Urachal. No urachal.

First Break of Mania Associated with
Topiramate Treatment

F. Javier Schlatter, MD; Cesar A. Soutullo, MD;
Salvador Cervera-Enguix, MD, PhD
Department of Psychiatry and Medical
Psychology, Clinica Universitaria, University of Navarra,
31008 Pamplona, Spain

Abstract of:
Journal of clinical psychopharmacology 2001;21:464-466

Preliminary open-label data suggest the possible efficacy
of the new anticonvulsant, topiramate (TPM) in the treatment
of  b ipolar d isorder.1 Its mechan ism of  act ion involves the
potent ia t ion of -am inobutyric ac id responses,  inh ib it ion of
e x c i t a tory pa t hw ays  t hrough  an  a c t ion a t  t h e  k a i na t e
aminomethyl phosphonic acid subtype of glutamate receptors,
and voltage-dependent sodium channel blockade2 ,3. TPM also
inhibits some carbonic anhydrase isoenzymes; however, this
action may be related to side effects and not to anticonvulsant
activity4.   Reported treatment-emergent adverse events included
d izz iness ,  somno l enc e ,  a tax ia ,  he ada ches ,  paresthes ia ,
nystagmus, dysarthria, cognitive disfunction, visual disturbance,
confusion, nervousness, mood lability, weight loss, and renal
stones5. We report the emergence of manic symptoms associated
w ith TPM trea tment  in a woman w ith a h istory of  ma jor
depression but no prior reported history of mania.

Variations of serum eosinophil cationic
protein and tryptase, measured in serum
and saliva, during the course of immediate
allergic reactions to foods

L. Vila, M. L. Sanz, G. Sánchez-López,
C. García-Avilés. I. Diéguez
Department of Allergy, Clínica Universitaria de Pamplona,
School of Medicine, Navarra, Spain

Abstract of:
Allergy 2001: 56: 568-572

Background: Subjective compla ints and reactions after
placebo administration during food challenges (FC) may make
their outcome difficult to interpret. We determined serum ECP
and tryptase as tryptase in saliva during FC, looking for markers
to support challenge outcomes.

Methods:Twelve patients with systemic reactions after food
intake and nine presenting oral allergy syndrome (OAS) underwent
skin tests; total and specific IgE determinatiom double-blind,
placebo-controlled FC (DBPCFC); and open challenges.

B lood samples were collected before and 1 , 2 , and 5 h
after challenge and saliva before and 5 , 30 , and 60 mm after
challenge. ECP and tryptase were quantified by ImmunoCAP
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(Pharmacia-Upjohn. Sweden). Serum tryptase of  > 10 µg/l
was considered positive.

Results:  A f t er pos i t ive  DBPCFC (n =  8) ,  ECP rose
significantly (P < 0 .05) at 1-h -16 .03 (12 .8) µg/l (mean [stan-
dard deviation]) -and 2-h intervals -17 .56 (10 .7) µg/I -compared
to basal level of 9 (6 .4) µg/l. After negative DBPCFC (n =  6),
ECP increased from basal 9 .63 (3 .9) µg/1 to 24 .84 (14 .17)
µg/l at the 2-h time point. There were nonsignificant differences
in ECP between patients with positive and negative FC. Two
patients with positive challenge showed a tryptase level of >
10 µg/l and only one patient w ith OAS showed 5 .6 µg/l of
txyptase 5 mm after FC.

Conclusions: ECP and tryptase in serum and saliva were
not useful markers for FC outcomes.

Key words: Eosinophil cationic protein (ECP). Food allergy.
Food challenges. Oral allergy syndrome. Tryptase.

Differences in interleukins’ patterns
between dysthymia and major depression

J. Schiatter*, F. Ortuño, S. Cervera-Enguix
Department of Psychiatry and Medical Psychology,
University Clinic, University of Navarra, 31080-Pamplona,
Spain

Abstract of:
Eur Psychiatry 2001; 16: 317-9

We assessed whether cytokine production-interleukin (IL)-
1 ,  IL-β  and tumour necrosis factor α (TNα)-is affected in
depressed patients, dysthymia (Dt) and major depression (MD),
and its association with various parameters of severity and clinical
course. We found a possible different pattern of interleuk in
production between Dt and MD.

Key words:  in t erl euk in-1β. In t erl euk in-6 .  Cytok ine  I
dysthymia. Major depression. Monocyte.

Allergic vulvovaginitis in infancy: study
of a case

C. García-Avilés, N. Carvalho, and
M. Fernández-Benitez
Departamento de Alergología e Inmunología Clínica.
Facultad de Medicina. Universidad de Navarra. Pamplona,
Spain.

Abstract of:
Allergol et Immunopathol 2001;29(4):137-140 .

Background: the role of dust mites (Dermatophagoides
pt .) in the  pa thogenesis of  a l lergic  vu lvovagin itsis is st i l l
controversial. Association between this mite and atopic derma-
titis, conjunctivitis, rhinitis or asthma is already known.

Some authors study the possible relationship between some
vulvovaginitis and local hypersensitivity. The aim of this study was
to corroborate the allergic aetiology due to the mite Derma-
tophagoides pt. in a girl with vulvovaginitis and perennial rhinitis.

Methods and results: we studied a nine year-old patient
with symptoms of perennial rhinitis and un-specific vulvovaginitis
of torpid evolution. In vivo and in vitro allergologic tests were
performed as  w e l l  as  comp l e t e  ana ly t i c  t ests  inc lud ing
immunoglobulins, urine tests, nasal culture, and parasitic test.

Skin test was positive for Dermatophagoides pt. as well
specific IgE (99 .5 kU/L). Total IgE was elevated for her age
(492 kU/L). In the rest of the complementary tests, no values
out of normality or pathological findings were obtained.

Conclusions: considering these results, it was suspected
that the nasal symptoms and the vulvovaginitis presented by
the patient are of allergic aetiology by hypersensitivity to the
mite Dermatophagoides pt. The study did not prove relation
w ith bacteria ,  parasites,  Cand ida a lb icans or any inha lant
allergens other than mites.

After three months of treatment with oral antihistamines
and top ica l chromones,  as we l l as environmenta l avoid ing
measures, the symptoms totally yielded.

Key words:  Vu lvovagin it is.  A l lergy .  House  dust  m ite
Dermatophagoides pt. Childhood. Atopy. Rhinitis.
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