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cffeets against Kamie Acid (KA) induced excitotoxicity. More-
over. we have shown through gelatinase assay that these cffects
are mediated  through MMP-9 inhibition. Currently. we arc
cxplormg in vivo nearoprotective effects of TIMP-1 NPs.

Keywords: Mtriv Mctallo-Proteinase. Nanoparticles. Neuro-

protection
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Background: \lomordica charantia (MC) is a tropical plant that
is extensively used i folk medicine. However., the knowledge
about side effects of this plant is relatively litde according to
knowledge about its therapeutie effects. The aim of this study is
to reveal the elieets of non-allergic type-1 like hypersensitivity to
MC by an cexperiment which was designed in vitro.

Methods: 1n the present study. the expression of CD63 and
CD203¢ on pernpheral blood basophils against different dilutions
of MC extracts was measured using (low cytometry and com-
pared with one another. In addition to this. intra-assay CV's of
testing extracts were caleulated for precision on reproducibility of
test results.

Results: 1t was observed that the fruit extract of MC at 1100
and 11000 dilutions significantly increased active basophils com-
pared to same extract at 110 000 dilution.

Conclusion: In conclusion. Momordica charantia may clicit a
non-allergic tvpe-1 ke hypersensitivity reaction in especially sus-
ceptible individuals
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The control  of  hiomolecules-nanoparticles — interaction  from
molecular to cellular levels is crucial for potential risks of adverse
cffects on human health.

The amm of our study was 1o investigate the molecular mecha-
nisms involved in the inflammatory and cell death processes in
human pulmonary fibroblasts (MRC-S ccell line) after magnetite
nanopartcles (MNP) exposure.

In order to accomplish these. MRC-5 cells were exposed to
125 pg mL MNP Jor 240 48 and 72 hours. As inflammatory
markers. the level of prostaglandin-E2 (PGE,). nitric oxide (NO)
and the production of interleukin (IL)-6 and -8 were assessed
using biochenical analyses. MNP potential to induce cell death
i MRC-S cells was evaluated by quantifying caspases activity
and apoptotic cells through Annexin VPl staining.

Results have shown a significant stimulation of NO and PGE,
synthesis alter 72 hours by 81% and 82% respectively. compared
to control. A <light imercase in TL-6 production occurred starting
after 4% hours but no significant changes were observed in 1L-8
levels, MNP cansed no apoptotic events in pulmonary fibroblasts
during the analvzed period but an increase of the caspase-1 activ-
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ity by 35%. 21%. 25% after 24 h. 48 and 72 h compared to con-
trols was noticed. Tt may be that activated caspase-1 regulated
the release of pro-inflammatory cvtokine as TL-1} generating the
relcase of NO and PGE, into the extracellular milicu. The syn-
thesis of PGE, could also be caused by 1L-6.

Our findings suggest that  human  pulmonary fibroblasts
exposed to MNP generates an inflammatory response through
activation of caspase-1 and relcase of NO and PGE
Keywords: nanoparticles. inflammation. cell death.
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Capparis ovata water extract (MSCov) has been used for the treat-
ment of multiple sclerosis and other immunce discases. However.
its potential toxicity has not been completely investigated. The
aim of the study was o determine the toxicology of MSCov in
CS7BL/6 mice and to ivestigate the underlving cellular mecha-
nism further by microarray analysis. FFor this purpose. MSCor
was prepared by using the plant’s fruit. bud and flower parts
(Turkish Patent Institute, PT 201204 093). Doses of MSCor at
S00 mg/kg for 21 days were administered by oral gavage for sub-
chronic toxicity in CS7BL/6 mice. At the end of the experimental
period. the animals were sacrificed. the Tiver tissues were isolated.
Changes in the hepatic gene expression were identified with toxi-
cology pathway PCR arrays to study the hepatotoxic mechanism
of MSCor. A number of changes in the body weight and food
consumption, absolute and relative liver weight. biochemical
analysis were not observed after the subacute exposure to MSCor
A total 384 genes were sereened which 14 genes were found to be
significantly altered (2-fold. P = 0.05). including 14 up-regulated
genes and no down-regulated genes. According to our biological
pathway analysis. the MSCoy resulted in aberrant gene expression
in mctabolic pathways such as phospholipids. cholesterol and asis
and fatty acids. Real-time PCR analyses of sceveral genes verified
these results. Consequently. our gene expression microarray study
will be uscful for future MSCoyv toxicity studics. These results
strongly suggest that MSCov has no or very very of low potenctial
of toxicity and considered to be safe as an alternative or comple-
mentary therapeutics in MS treatment at the studied dose regime
This work is supported by Scientific and  Technological
Rescarch Council of Turkey (TUBITAK) with Project No:
1125187
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Mycobacterial infections are characterized by the formation of
granulomas.  Granulomas arc  well-organized  aggregates  of
immunc cclls. namely infected macrophages. The granuloma’s
main function is to constrain and prevent dissemination ol the
mycobacteria while concentrating the immunce response to a lim-
ited arca. In some cases these granulomas undergo central necro-
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s leading to therr cascavion although the underlying mechanisms
e still poorly understood. Tt has been reported that reduced
vascularization of granulomas may be one essential mechanism
for cascation and some studies have demonstrated severely hyp-
wic regions at the center ol the granuloma. The hypoxia-induc-
ible factor — Talpha (HIT-1%) has been shown to be important in
come discases. such as cancer and infections. HIF-14 is able
inder hvpoxic conditions 1o transeriptionally - regulate  gene
cvpression. allowing maciophage adaptation to hypoxia [1]. The
\ppelberg Taboratory has developed a granuloma neerosis model
that mimics the human pathology of Mycobacterium tuberculosis,
sing CS7BL 6 (WT) nuce itected imtravenously with a low dose
ol a highly virulent strain of Mycobacteraun avium (ATCC

15291). Such mice develop eranulomas that. at 4 months of

miection. exhibit centrad necrosis [2]0 To determine the relevance
ot HIF-T% durig Vo ovme infection we used @ mouse strain
feleted of HIF-T+ under Cre fox system in the myeloid cell line-
e (HIFT%KO) Infected mice were cuthanized at different times
during the infection and the hungs. liver and spleen were asepti-

cally collected. Bacterial loads were determined in the organs of

nfected anmals. Morphometrie analysis of granulomas was per-
formed in hacmatoxylin-cosin staned liver seetions. The localiza-
ton of macrophages in the hivers from infected mice was studied
by immunohistochemistry by evaluating the expression of F4/80.
I'he analysis of liver and spleen cell populations were determined
by low evtometrie analvsis, TFN-gamma and HIF-1% production
s been evaluated ex-rvo by ELISA. The results obtained indi-
cate that HIF12 KO mice are more susceptible to the infection
md the onset of necrotic vranulomas is faster.
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Objective: The metabolic stage between normal glucose homeo-
<tasis and diabetes melhitus (M) s called prediabetes. Prediabe-
tes s categorized as mpaired  glucose  tolerance (1IGT) and
mercased fasting glucose (11G). both established risk factors for
DM. Although the relationship between type 2 DM (T2DM) and
hone metabolism has been widely mvestigated. study results have
been contradictory. But it is clear that fracture risk is higher in
these patients. Recently. 1t was reported that urinary hydroxypro-
line incrcased markedly in diabetic patients. We investigated the
urinary hydroxyproline concentrations in paticnts with prediabe-
1es and T2DM and compared the results to those of normoglyce-
nue individuals at bascline and 2 hours after glucose loading.

Material and Methods: The ADA 2013 criteria were used to
identify subjects. These persons were defined as having 1FG (100~
125 mg dL) or IGT (2-h values in the oral glucose tolerance test
(OGTT) of 140 199 me dL) as prediabetes. Based on a 75 g
OGTT. subjects were divided into a group with normal glucose tol-
crance (NGT: n - 28). prediabetes (n = 29) or T2DM (n = 24).
L rinc concentrations of hvdroxyproline were measured by spectro-
photometric assay. The hvdroxyproline results were expressed as
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mg/g creatinine. Creatinine in urine samples was determined by
Jaffe’s method.

Results: Urinary hydroxyproline levels in patients with T2DM
were found to be significantly higher compared with NGT
(p < 0.05). Urinary hydroxyproline levels in prediabetic patients
were higher than NGT group. But it was not found statistically
differences (p > 0.05).

Conclusion: We suggest that urinary hydroxyproline could be
an uscful biochemical markers for monitoring possible bone min-
cral metabolism disorder in T2DM patients. Larger investigations
arc needed to understand the urinary hydroxyproline levels and
bone metabolism in prediabetic patients.

Keywords: diabctes mellitus. hydroxvproline. prediabetes.
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Achilles tendon pathology (ATP) is a degenerative condition with
known genctic risk factors'. Excessive tenoeyte apoptosis has been
obscrved in tendinopathy and components of the apoptosis path-
way have previously been implicated in the actiology of ATP?.
Caspascs play a key role in the execution and regulation of apop-
tosis. with caspase-3 being an important mediator of apoptosis’,
Our aim was to determine whether a single nucleotide polymor-
phism (SNP) within the CASP3 gene (rs1049253) was associated
with ATP in a British cohort. We recruited 264 (133 ATP cases
and 131 asymptomatic controls) British Caucasian participants for
this gencetic association study. ATP cases were clinically diagnosed
with inscrtional tendinopathy. noninsertional tendinopathy. Achil-
les tendon rupture, or more than onc pathology. TagMan assay
technology was used to genotype all participants using real-time
PCR. A Pcarson’s chi-squared (¥°) test was used to analyse for
differences in genotype and allele frequency for the rs1049253 vari-
ant. We compared the collective ATP group against controls. We
also conducted several sub-analyses taking into account the differ-
ent types of tendinopathy. We found no significant difference in
genotype (p = 0.643) or allele (p = 0.635) [requencies between the
ATP group and controls. However. we did find a tentative geno-
typic association (p = 0.025) between male insertional tendinopa-
thy cascs and male controls. These data must be viewed with
caution duc to the relatively small sample size and replication in a
larger cohort would be necessary to inerease confidence. In conclu-
sion, our preliminary data infer a possible role for the rs1049253
variant as a risk factor for inscrtional tendinopathy in British
males. These results could further implicate the mvolvement of the
apoptosis pathway in the development of ATP.
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