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An Update on Phytochemicals Revealing Acetylcholinesterase
Enzyme Inhibitory Potential against Alzheimer’s Disease
Alzheimer Hastaligina Karg1 Asetilkolinesteraz Enzim Inhibisyonu
Potansiyali Gosteren Fitokimyasallara Giincel Bir Bakis

ilkay Orhan'
!Department of Pharmacognosy, Faculty of Pharmacy,
Gazi University, 06330 Ankara, Turkey

Alzheimer’s disease (AD) is a progressive neurological disorder cha-
racterized by memory deficit and behavioral abnormalities and in-
cidence of the disease is much higher in elder population over the
age of 60, in particular. It has been a major health problem especi-
ally in industrialized countries depending on higher quality of life
standards. Although pathogenesis of AD has not been entirely elu-
cidated, “cholinergic hypothesis” has been proposed for AD as
acetylcholine, a neurotransmitter found at synaptic gaps, has been
found to be in rather lower levels in the brains of AD patients.
Acetylcholinesterase (AChE) is the enzyme responsible to break
down of acetylcholine and, consequently, AChE enzyme inhibi-
tors have emerged in order to treat mild to moderate types of AD
symptomatically. However, there is no cure to seize severe type of
this deadly disease, yet. Therefore, it is definitely needed to deve-
lop new anti-Alzheimer agents of either natural or synthetic ori-
gins.

On the other hand, medicinal and aromatic plants constitute a rich
source of secondary metabolites and it is a modern approach in drug
discovery to use plants in finding new compounds with desired bi-
ological activities for human health. In our ongoing search to ascer-
tain new anti-AChE compounds since the year of 2000, we have
screened a good number of natural compounds towards AChE of
electric eel origin by spectrophotometric method of Ellman using
ELISA microplate reader as compared to galanthamine, the refe-
rence compound, which is an alkaloid isolated from Galanthus sp.
(snowdrop plant) and also a drug currently used in AD treatment
under the trade name of “Reminyl®”. The diverse classes of alkalo-
ids, flavonoids, coumarins, anthocyanins, stilbenes, and phenolic
acids were screened in our laboratory and some of them exerted
promising inhibition on AChE. In this presentation, in vitro data
will be updated about the screened compounds by means of percen-
tage inhibitions obtained from high-throughput screening by ELI-
SA microplate reader.

Key Words: Alzheimer’s Disease, phytochemicals, acetylcholines-

terase inhibitors, natural compounds
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The Role of Protein Oxidation in Photo-Aging & Intrinsic Skin
Aging

Foto-Aging ve Intrinsik Deri Yaglanmasinda

Protein Oksidasyonunun Rolii

Betiil Catalgol!?, Tobias Jung', Nicolle Breusing', Tilman Grune!
!Institute of Biological Chemistry and Nutrition, University of
Hohenheim, Stuttgart, Germany,

2Department of Biochemistry, Medicine Faculty,

Marmara University, Istanbul, Turkey

Photoaging is the result of chronic damage to the skin caused by in-
tense and chronic exposure to sunlight. It is also known as a prema-
ture aging phenomenon of the skin with regard to the formed
wrinkles and pigments. Photoaging is characterized by a remode-
ling of the extracellular matrix, catalyzed at least partially by the
matrix metalloprotease 1 (MMP-1).

In the present study we investigated the similarities in between
photoaging caused by chronic UVA irradiation and intrinsic skin
aging in an in vitro model using human dermal fibroblasts. Also we
tested the effects following acute and chronic exposure of UVA ir-
radiation. For this purpose we used different aged fibroblasts as pas-
sage number 25 and 51 and as acute exposure we irradiated them
for one time with 30J/cm?* and as chronic exposure irradiated them
for 2x5 days with 10J/cm?”

We determined protein carbonyls as an indicator of protein oxida-
tion, proteasome inhibition and MMP-1,TIMP-1 expressions after
UVA irradiation in human dermal fibroblast cells. As result, we fo-
und that protein carbonyls and MMP-1 expression were increased,
proteasome activity and TIMP-1 expression were decreased follo-
wing UVA treatments in all cells. Additionally these changes we-
re higher in chronic irradiation and in aged cells. Our results
demonstrate that protein oxidation is an indicator of photoaging
and intrinsic skin aging. Also chronic UVA-induced photoaging of
the skin can be equaled to intrinsic skin aging in this process.

Key Words: Photoaging, skin aging, protein oxidation
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The Use of Dietary Antioxidants in Functional Foods
Fonksiyonel Gidalarda Diyetle Alinan Antioksidanlarin Kullanimi
Gokhan Kavas', Nazan Kavas'

!Ege University, Faculty of Agriculture,

Department of Milk Technology, Bornova-Izmir

Functional foods are the foods that form some physiological func-
tions, which does improve human health or decrease the possibi-
lity of getting some illnesses. The objective of dietary antioxidants,
which is an important component of functional foods, is to neut-
ralize the free radicals that appear during normal human physiolo-
gical activities or by nutrition. The aim of this neutralization is to
prevent body from these radicals because they cause most of the
illnesses. Vitamin A, C and E, phenolic compounds (phenolic acid,
flavonoids), carotenoids, peptides ( glutation and sistin) form the
neutral antioxidants, such as carnosine, anserine, ofidine that ma-
kes the free radicals ineffective and can form chelate with metals,
which have property of dipeptide and contain histidine, . Also, the
some enzymes, such as superoxide dismutase, peroxide dismutase,
glutathione peroxidase, ascorbate peroxidase, peroxidase, glutathi-
one reductase and catalase, and the melatonin hormone, which co-
me from foods, are the neutral biochemical antioxidants and they
can reduce the free radicals in digestive system. There are some el-
ements, such as selenium, zinc, manganese, magnesium and cupper,
which behave as antioxidants by being activator and catalyzing the
enzymes which come from foods or formed by body. Antioxidant
compounds have special effect system and this system basically
works in two ways: The first way is to remove the metals, which
catalyze the reactions that form the free radicals, such as iron, and
starting reactive compounds, such as hydrogen peroxide, and dec-
reasing the oxygen concentration as long as possible. The other way
is to get the free radicals and adding them proton in order to redu-
ce their activities and to renew the biomolecules or radical antio-

xidants.

Key Words: Functional foods, antioxidant, free radical
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Importance of Food-Based Antioxidant Coenzyme Q10
Gida Temelli Antioksidan Koenzim Q10’in Onemi
Nazan Kavas', Gékhan Kavas'

!Ege University, Faculty of Agriculture,

Department of Milk Technology, Bornova-Izmir

Coenzyme Q10 (CoQ10) is a vitamin-like antioxidant substance
which takes part in the enzymatic phases of cellular energy gene-
ration and can be found in all cells. CoQ10 converts the carbohy-
drates and lipids into the form of ATP which is usable by cells for
energy. At the same time, by acting as a component in the mitoc-
hondrial electron transport chain, it functions as an antioxidant
agent for the cell membrane and the lipoproteins, through captu-
ring the electrons released during the metabolism of glucose and
fatty acids. CoQ10, which is a protective cellular lipid with bioe-
nergetic and antioxidative effects, is a strong antioxidant. The an-
tioxidant effect is especially important for aging and diseases related
to aging, along with cancer. CoQ10 not only protects the heart from
the hazards of high cholesterol, but it also prevents the heart cells
from being damaged by the effects of aging. In the recent years,
CoQ10 is also being used in especially the skin care industry. Aging
leads to a decline in the production of CoQ10, which normally ex-
ists in the skin’s structure. The most significant factor enabling
CoQI0 to find uses in the skin industry is the fact that the menti-
oned compound is a strong antioxidant. CoQ10 can be synthesized
by humans and is also found in food in natural forms. Rich sources
of CoQ10 are mackerel and sardines, meat and chicken, whereas
the secondary sources are peanuts, soy oil and canola oil. Fruits,
vegetables, eggs and dairy products constitute the middle level so-
urces of CoQ]10. It is emphasized that free radicals are unavoidab-
le for all people, especially under the circumstances of this century,
and that maintaining and sustaining the balance between the free
radicals and the antioxidant molecules are very crucial. In these re-
spects, the intake of CoQ10 through food is becoming increasingly
important.

Key Words: Coenzyme Q10, food, antioxidant
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Cocoa Polyphenols & Cardiovascular Health
Kakao Polifenolleri ve Kardiyovaskiiler Saglik

A. Giilcin Sagdicoglu Celep*

!Gazi University, Industrial Arts Education Faculty,

Family and Consumer Sciences, Food and Nutrition Technology,
Ankara, Turkey

Cocoa, the powder prepared from Theobroma cacao seeds attracted
more interest among researchers in recent years due to its high
polyphenolic content. There are a number of epidemiologic and di-
etary intervention studies on flavonoids, a group of plant polyphe-
nols, and their beneficial health effects especially on the
cardiovascular system. Positive health effects of flavonoids, in par-
ticular interest flavan-3-ols, are usually attributed to their antioxi-
dant activities. They can exert their effects in many steps at the
cellular level. Cocoa is one of the richest sources of (-)-epicatechin
(EC), the monomer of procyanidin units. Cocoa samples are analy-
zed for total phenolics content (2.94+0.25 mmoles GAE/g cocoa)
and for the EC content (34.07+1.56 pmol/g) by using HPLC. The
EC itself ( 0.2 — 4 g/kg of diet) has been studied for its blood pres-
sure lowering effects on L-NAME induced hypertensive rats (BP =
140-150 mm Hg). EC could effectively reduce the blood pressures
of hypertensive rats. Further research is carried out to show the
antioxidant capacity of EC. Possible molecular mechanisms of this
effect in view of antioxidant activites will be discussed. As an an-
tioxidant ingredient of cocoa powder, EC is considered as a promi-
sing compound for cardiovascular disease prevention and
treatment.

Keywords: Cocoa, (-)-epicatechin, hypertension

*Dr. Celep was a post-doctoral fellow at UCDavis, supported by
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Evidence for the Presence of full-length PARK2 mRNA &

Parkin Protein in Human Blood.

Insan Kaninda tam-uzunluiktaki PARK2 mRNA ve

Parkin Proteini Varliginin Kaniti

Murat Kasap!,Gurler Akpinar!, Ali Sazci', Halil Atilla Idrisoglu?,
Haluk Vahaboglu®

!Kocaeli University, Faculty of Medicine,

Department of Medical Biology, Kocaeli, Turkey

?[stanbul University, Faculty of Medicine, Department of Neuro-
logy, Istanbul, Turkey

3Kocaeli University, Faculty of Medicinei Department of Infection
Diseases, Kocaeli, Turkey

Research on Parkinson’s disease fails to pinpoint a single gene or a

gene product as the causative factor. However, the early onset form

of the disease may be caused by mutations in PARK2 gene. Some

studies related to the biochemistry or other aspects of the PARK2

gene or its product mostly used cDNA generated from substantia

nigra of the mid-brain. This is essentially because the presence of
the 1.4kb full-length PARK2 ¢cDNA in human leukocytes is, so far,

not demonstrated although some splice variants and short RT-PCR

products were reported. In this study, we synthesized a 1.4kb full-

length PARK2 ¢cDNA from human leukocytes, cloned and expres-

sed it both in Escherichia coli and in HeLa cells. The presence of
Parkin protein was also demonstrated in human serum using West-
ern blotting and MALDI-TOF analysis. The results of this study

showed a simple way for routine amplification of PARK2 cDNA

from human blood and may become a useful diagnostic tool in the

future.

Kasap M, Akpinar G, Sazci A, Idrisoglu HA, Vahaboglu H.Evidence for the

presence of full-length PARK2 mRNA and Parkin protein in human blo-

od.Neurosci Lett. 2009 Sep 4;460(3):196-200. Epub 2009 Jun 6.PMID:

19501131 [PubMed - indexed for MEDLINE]
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Comparison of severity of DNA-damage in gastric tissue, levels of
Nitric Oxide and oxidative stress in gastric juice of smoker and
non-smoker patients with dyspepsia.

Sigara Icen ve Icmeyen Dispepsili Hastalarin Mide Suyunda
Nitrik Oksit ve Oksidatif Stres Diizeyleri, Gastrik Dokuda DNA-
Hasarinin Siddetinin Kargilagtirilmasi

H Dolatkhah!, E Fattahi', M H Somi!, M Rahbani-Nobar!,

M Nourazarian!, B Pourasghari!, S Ahmadian!, M Tozihi!

Liver and Gastrointestinal Disease Research Center,

Dept. of Clinical Biochemistry & Lab. Sciences, Tabriz University
of Medical Sciences, Tabriz, IRAN

Background: Cigarette smoking is associated with a increase in risk
of peptic ulcer and Gastro-Intestinal cancer. Oxidative and nitro-
sative stress accompanied by toxic materials in smoke and tar has a
significant role in production of carcinogenic complexes and in-
jury to DNA and cellular proliferation in gastric cancer. The study
designed to compare the rate of injury to DNA in gastric tissue, the
levels of nitric oxide (NO°) and severity of oxidative stress in gas-
tric juice of smoker and non-smoker patients with active peptic ul-
cer. Materials & Methods: In this study 43 smoker patients with
active peptic ulcer (14 female & 29 male) referring to gastroente-
rology clinic with mean age of 45.30+13.16 as case group, 43 non-
smokers without peptic ulcer (13 female & 30 male) with mean age
of 42.67+16.04, 43 smoker without peptic ulcer (16 female & 27
male) with mean age of 44.58+12.07 and 43 non-smoker patients
with active peptic ulcer (20 female & 23 male) with mean age of
45.37+13.39 were selected as control groups of 1, 2 and 3 respecti-
vely. Rate of gastric mucosa DNA damage in the four groups we-
re measured colorimetrically method, the levels of Nitric oxide in
gastric juice using Greiss colorimetric method and activities of Su-
peroxide Dysmutase and Gluthation Peroxidase and level of Total
Antioxidane Capacity in gastric juice were determined by colori-
metrically method. Results: The DNA damage in gastric mucosa of
smoker patients with active peptic ulcer was higher than those of
the three control groups (p<0.0001 in all case). Comparing with the
control groups 1 and 2 significant elevation in the mean level of
Nitric Oxide in the case group was noticed (p<0.0001 in both cases).
In the gastric juice of the case group the activities of Superoxide
Dysmutase and Gluthation Peroxidase were higher than those of
the control groups ( p<0.0001 in all cases), while the levels of To-
tal Antioxidant Capacity in the case group were lower than those
of the three control groups (p=0.0001, p= 0.0001 and p= 0.049 res-
pectively). Conclusions: Results of this study approve the direct re-
lation between increase in DNA damage and toxic complexes
existing in smoke and tar of cigarette, especially NO-
° radicals. It seems that reactive species of oxygen and nitrogen such
as peroxide, peroxinitrit and new unknown complexes that forms
mediating the reaction between tar and nitric oxide, have an im-
portant role in DNA damage and diseases related to tobacco prod-
ucts such as gastric cancer and results of this study based upon
increase in superoxide dysmutase and gluthation peroxidase acti-
vities and reduction in total anti-oxidant capacity in gastric juice
indicates the increase in oxidative stress in smoker’s gastric juice.

Key Words: Cigarette smoking, DNA damage, nitric oxide, oxida-

tive and nitrosative stress, active peptic ulcer

Turkiye Klinikleri ] Med Sci 2008;28(Suppl)

S-8

Immaturity of brain energy metabolism may explain relative
resistance of newborns to cerebral hypoxia-ischemia

Beyin Enerji Metabolizmasinin Immaturitesi, Yenidoganlarin
serebral hipoksi-iskemiye goreceli Direncini A¢iklayabilir

Ivo Jurdnek!, Ladislav Baciak'?, Svatava Ka$parova? Tibor Liptaj?
!nstitute of Experimental Pharmacology and Toxicology,
Slovak Academy of Sciences, Bratislava, Slovakia

2Laboratory for in vivo NMR, Faculty of Food and

Chemical Technology, Slovak Technical University, Bratislava,
Slovakia

Our common understanding about the neonatal brain of mammals
is that it is quite susceptible to hypoxic-ischemic insult. However,
some data from animal studies suggest that the brain of newborns
may be rather resistant to hypoxia-ischemia. This controversy may
result from experimental models used, i.e. from intensity of resul-
ting brain hypoxia, its duration, from species used, age and matu-
rity of neonates, etc. In the present study, we tested our original
hypothesis that susceptibility of the neonatal brain to hypoxia-isc-
hemia may be related to cerebral energy metabolism maturity. We
used newborn rats of various age (1, 4, 7, 10 days) and applied in vi-
vo phosphorus magnetic resonance spectroscopy (*'P-MRS) to fol-
low a process of postnatal maturation of cerebral energy
metabolism. Survival rate of rat pups exposed to zero-oxygen con-
ditions was inversely related to maturity of their cerebral energy
metabolism. Pups of various ages were then challenged by 10-min
anoxia, and immediate alterations in cerebral energy metabolism
were recorded. A decrease of adenosine triphosphate and phosp-
hocreatine as well as an increase of inorganic phosphate reflected
acute cerebral energy failure due to anoxia. Both degree of the ano-
xic energy failure and deficit of cerebral energy metabolism after
brain reoxygenation depended inversely on the maturity of cereb-
ral energy metabolism. Our findings suggest that susceptibility of
the neonatal brain to hypoxia-ischemia may be at least in part a de-
terminant of the maturity of cerebral energy metabolism.
Acknowledgement: The study was in part supported by the EU
COST Program (Action B35), the Slovak State Program for Rese-
arch & Development (2003SP200280203) & the Grant Agency (VE-
GA 2/0083/09).

Key Words: Brain, hypoxia-ischemia, cerebral energy metabolism
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Can Olive Extracts Protect Insulinoma Cells Against Cytokines-
Induced Cytotoxicity?

Zeytin Ekstraktlar1 Sitokinle Indiiklenen Sitotoksisiteye Kars:
Insiilinoma Hiicrelerini Koruyabilirmi?

'Ahmet Cumaoglu, *Lucia Rackova, *Pierre Maechler,

2Milan Stefek, ‘Cimen Karasu

!Gazi University Faculty of Medicine, 'Biochemistry, Ankara,
2SAS Experimental Pharmacology Bratislava,

3University Medical Center Clinical Biochemistry Geneva,

*Gazi University Faculty of Medicine, Pharmacology, Ankara

Introduction and objectives: Cytokines contribute to accelerated 8
cell apoptosis and death; they are not only part of the primary pat-
hogenesis of type 1 diabetes but also a potential contributor to the
progressive decline in f cell function characteristic of type 2 dia-
betes. The aim of our study to investigate the protective effects of
oleuropein and olive extract against cytokines-induced cytotoxi-
city in pancretaic f-cell line, INS-1E. Cells were separately prein-
cubated(24h.) with oleuropein (Ole,0.1mmol/L), oliveleaves extract
(OLE,0.1mg/mL) and olive
(OFE,0.1mg/mL). Cytotoxcity was induced by incubation(6 h.)
with 0.15ng/mL-IL-1B+1ng/mL-TNF-o+1ng/mL-IFN-y. Methods:
Cell viability was measured with MTT assay. Intracellular reactive

polyphenolic  fruit extracts

oxygen species(ROS) was observed with DCF-DA assay. Living,
necrotic and apoptotic cell numbers was detected with Acridine
orange/ethidium bromide staining under flourescent microscopy.
Insulin release was measured with ELISA and caspase activity with
flourometric assay kit, glutathione(GSH) levels and antioxidant en-
zymes such as superoxide dismutase(SOD) and catalase(CAT) was
measured with colorimetric kits. Results: Ole, OLE and OFE were
shown to be non-toxic below the concentration of 0.1mmol/L,
0.1mg/mlL, 0.1 mg/mL respectively and shown maximal protective
effects at these concentrations according to MTT assay results. Only
incubation with cytokines were significantly decreased cell viabi-
lity(51.26%), living cell number, insulin release(41.9%) glutathio-
ne levels(17.87%) and SOD activity(22.1%) and also increased ROS
production(52.36%) apoptotic and necrotic cell number, caspase
activity(45.23%). Ole was demonstrated protective effects via in-
creased living cell number and SOD activity and decreased apopto-
tic cell number and caspase activity. Insulin release was
significantly increased with preincubation with OLE. Glutathione
levels were significantly increased with preincubation all olive
samples. In conclusions: cytokines decreased cell viability and ca-
used to apoptotic cell death in insulinoma cells. Oleuropein and
olive extracts protect INS-1E cells against cytokines-induced mo-
lecular damage via ameliorating insulin release and decreasing
apoptotic and necrotic death. Supported by TUBITAK (1065025)
and by COSTAction-B35

Key Words: Olive extract, insulinoma cells, cytokine, apoptosis
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Cosmetic Properties of Whey Minerals

Whey Minerallerinin Kozmetik Ozellikleri

L. Erdem Tongug!, Oktay Yerlikaya', Cem Karagozlii',
Ozer Kimik!

!Ege University, Faculty of Agriculture,

Department of Dairy Technology, Izmir, Turkey

The constituents with lower molecular weight in cow’s milk whey
were similar to the natural moisturizing factor in the surface of nor-
mal human skin. The low molecular weight fraction of whey ava-
ilable for cosmetics could be prepared from a by-product of the
manufacture of whey protein concentrates (WPC) or whey prote-
in isolates (WPI) from sweet whey. The whey minerals obtained
from whey protein isolates (MWS) contained many glycoproteins
or glycopeptides, which were expected to have functional charac-
teristics for cosmetics similar to those from whey protein, concen-
trates; therefore, we studied the applications of the whey protein
concentrates to skin care products. Two types of whey protein con-
centrate, namely, S-and SP- MWS for cosmetics. The SP-MWS
was much more soluble than the s-MWS and was accordingly sui-
table for clear lotions. Concerning the functional properties of both
MWSs for cosmetics, the water-binding ability, water absorbing
ability and cell proliferation ability were examined. The water bin-
ding and absorbing abilities of both MWSs corresponded to those
of hyaluronic acids which are used as effective humectants in the
cosmetic industry. The cellular proliferating activity of s-MWS was
actually higher than that of SP-MWS. The S-MWS was added to a
series of basic cosmetics for women. Furthermore, some company
developed cosmetic products for infant, including soap and lotion
containing sp-MWS. These cosmetics were applied to pediatric pa-
tients with atopic dermatitis. As a result, these products were rec-
ognized as a safe and useful for pediatric patients with atopic
dermatitis was clinically examined. As a result, these products we-
re recognized as safe and useful for pediatric patients with atopic
dermatitis.

Key words: Cosmetic, whey protein isolates, whey protein con-
centrates, atopic dermatitis
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Melatonin Ameliorates Tacrolimus (Fk-506)-Induced
Immunosupressive Effect in Rat Liver

Melatoninin, Sigan Karacigerinde Takrolimus(Fk-506) un
Immunosupresif Etkisini Iyilestirir

Aysun Bay Karabulut', Cengiz Ara?

!Department of Biochemistry,

Inénii University School of Medicine, Malatya, Turkey
?Department of Surgery, Inonu University School of Medicine,
Malatya, Turkey

Tacrolimus (FK-506) is a powerful immunosuppressive agent and
it modulates neutrophil infiltration during inflammation. In this
study we aimed to investigate the effects of melatonin on MDA,
NO, IL-6 ve TNF-alfa against the negative effects of immunosup-
ressive FK-506. Group A, sham, Group B received Tacrolimus 1
mg/kg/day subcutaneously and Group C received Tacrolimus 1
mg/kg/day and melatonin. All were obtained for histopathologic
examination. IL-6, TNF o, NO, MDA levels was studied. MDA le-
vel in Group B increased 53 % in comparison to Sham Group (
p<0,001), in Group C, MDA level decreased 16 % in comparison to
Group B . (p>0,05). While TNF-a in group B increased 68,8 % in
comparison to Sham Group (p<0,001) , in Group C it decreased 63,5
% in comparison to Sham Group. IL-6 level in Group B increased
81 % , in Group C it decreased 13 % in comparison to Group B .
‘While NO levels in Group B increased 48 % in comparison to Sham
Group, an increase of 15 % in Group B in comparison to Group C
was observed. As a result, intraperitoneal administration of mela-
tonin might protect the liver FK506 induced rats by reducing the
severity of oxidative stress and increasing the levels of antioxidant
enzymes. We think that melatonin may be used as a protective
agent in this agent; however, further clinical and experimental stu-
dies are needed to verify its antioxidative and hepatoprotective ef-
fects.

Key Words: FK-506, liver MDA, NO,IL-6, TNF-alpha
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The Association of Interleukin (IL)-6 Gene Polymorphism with
Aging in Turkish Population

Tiirk PoptilasyonununYaglanmasinda

Interleukin-6 Gen Polimorfizmi

Zeliha Kayaalti!, Levent Sahiner?, M.Emre Durakoglugil?,

Tiilin Séylemezoglu!

!Institute of Forensic Medicine, Ankara University,

Ankara, Turkey

?Ankara Oncology Hospital, Ankara, Turkey

Introduction and objectives: Ageing is characterized by a pro-inf-
lammatory status and genetic variations in pro or anti-inflamma-
tory cytokines might influence successful ageing and longevity.
IL-6 gene is one of the appropriate candidate genes because inter-
leukin-6 is a prototypical inflammatory cytokine. C allele at posi-
tion -174 in the promoter region of the gene has been associated
with reduced gene expression resulting in decreased plasma levels
of IL-6. The aim of the present study was to investigate the IL-6
promoter polymorphism among different age groups of Turkish po-
pulation. Methods: Blood samples were collected from 298 volun-
teers (138 female, 160 male) between 18 and 95 years of age.
Volunteers were classified into two groups according to their ages
as <60 and >60. Total DNAs from blood sample were isolated by
“Qiagen DNA Mini Kit” following the manufacturer’s protocol. The
IL-6 promoter region of the isolated DNAs, were amplified with
the Polymerase Chain Reaction-Restriction Fragment Length Poly-
morphism (PCR-RFLP) technique and 303 bp oligonucleotide was
produced. The amplified oligonucleotides were cut with Nlall-
I restriction enzyme. Digested products were separated on a 2%
agarose gel electrophoresis, visualized by ethidium bromide stai-
ning under an ultraviolet illuminator. Results: Mean ages of indi-
viduals with homozygote typical (n=126), heterozygote (n=146)
and homozygote atypical genotype (n=26) were 48.29+17.76,
56.92+14.81 and 63.88+12.76 respectively. The allele frequencies
in all subjects were consistent with Hardy-Weinberg equilibrium.
It is found that the genotypes of individuals below 60 years of age
(<60) were 45.5% homozygote typical, 48.5% heterozygote and
6.0% homozygote atypical whereas they were 35.7%, 50.0% and
14.3% respectively for individuals above 60. Conclusion: A statis-
tically significant association between the IL-6 -174G/C polymor-
phism and aging was found (p<0.05). There was no statistically
significant difference between male and female groups regarding
IL-6 polymorphism (p=0.297).

Key Words: Inerleukin (IL)-6, aging, gene polymorphism
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Design, Synthesis & Evaluation Of Some Novel 6-Substituted-3(2h)-
Pyridazinone-2-Propyl-3-(P-Substituted/Nonsubstituted Benzal)
Hydrazone Denivatives as Acetylcholinesterase &
Butyrylcholinesterase Inhibitors

Asetilkolinesteraz ve Butirilkolinesteraz Inhibitéorleri Olarak

Bazi Yeni 6-Substitiie-3 (2H)- Piridazinon-2-Propil-3- (p-Substitiie/
Nonsubstitiie Benzal) Hidrazon Tiirevilerinin Tasarimi, Sentezi ve De-
ferlendirilmesi

Mehtap Gékeel, Berna Ozgelik’, Hkay Erdogan?, M. Fethi Sahin!
?Gazi University, Faculty of Pharmacy,

Department of Pharmaceutical Chemistry,

b Gazi University, Faculty of Pharmacy,

Department of Pharmacognosy, Besevler, 06330-Ankara-Turkey

Alzheimer’s disease (AD) is a neurodegenerative disorder of the central
nervous system, characterized by loss of cognitive ability and severe beha-
vior abnormalities, which ultimately results in degradation of intellectual
and mental activities [1]. Studies of brain tissue indicate that intracellular
neurofibrillary tangles and extracellular senile plaques accompany AD [2].
Despite an enormous amount of work, many aspects of both the etiology
and physiological pathways of the disease still remain unclear. To date, the
majority of current drug therapeutic approaches to AD follow the choli-
nergic hypothesis [3-5]. Therefore, acetylcholinesterase (AChE) and bu-
tyrylcholinesterase (BChE) inhibitors have gained a great popularity for
the treatment of AD. As part of a program aimed at developing simple and
efficient syntheses of pharmacologically useful pyridazinones[6-10], in cur-
rent study we synthesized some novel 6-substituted-3(2H)-pyridazino-
ne-2-propyl-3-(p-substituted/ nonsubstituted benzal)hydrazone V
derivatives as acetylcholinesterase and butyrylcholinesterase inhibitors.
All the targets compounds were identified by spectroscopic data and con-
firmed by elemental analysis.

Acetylcholinesterase and butyrylcholinesterase inhibitory activity of syn-
thesized 6-substituted-3(2H)-pyridazinone-2-propyl-3-(p-substituted/
nonsubstituted benzal)hydrazone V derivatives were tested by the spec-
trophotometric method of Ellman using an ELISA microplate-reader at 1
mg/ml concentration. Some of the V derivatives have been shown signi-
ficant acetylcholinesterase (AChE) and butyrylcholinesterase (BChE) in-

hibitors activity.
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Cardiomyocyte-Specific Endothelin A Receptor Knockout Allevi-
ates Aging-Induced Cardiac Remodeling &

Myocardial Contractile Dysfunction

Kardiyomiyosit Spesifik Endotelin Reseptdr A Nakavt, Yaglanma-
nun Indiikledigi Miyokardiyal Kontraktil Disfonksiyonu ve
Yeniden Modellenmeyi Azaltir

Asli F. Ceylan-Isik’, Subat Turdi', Feng Dong' and Jun Ren!
ICenter for Cardiovascular Research and Alternative Medicine,
University of Wyoming College of Health Sciences,

Laramie, WY 82071

Cardiac aging is associated with compromised myocardial function
and morphology although the underlying mechanism has not be-
en well elucidated. Endothelin 1 (ET-1), a potent vasoconstrictor
peptide expressed by endothelium, is also produced in the heart in
response to a variety of stresses. ET-1, through its membrane re-
ceptors, is known to contribute to cardiac hypertrophy and con-
tractile dysfunction. To understand the role of ET-1 signaling
cascade in aging-associated myocardial functional and morpholo-
gical change, this study was designed to examine the role of cardi-
omyocyte-specific ET-A receptor knockout (ETAKO) in
aging-associated myocardial morphological and contractile dys-
function. Young (4-6 mo) and old (26-28 mo) C57 wild-type (WT)
and ETAKO mice, which display in approximately 80% loss in car-
diac ETA mRNA level compared to wild-type controls, were used.
Echocardiograph and cardiomyocyte contractile function were as-
sessed. DCF fluorescence was employed to quantify reactive oxygen
species (ROS). Myocardial contractile function (fractional shorte-
ning, cardiomyocyte peak shortening, maximal velocity of shorte-
ning/relengthening and duration of relengthening) and
intracellular Ca?* handling (intracellular Ca®* decay rate) were com-
promised in aged WT mice, the effects of which was significantly
attenuated by ETAKO. Echocardiographic analysis revealed my-
ocyte hypertrophy with greater echocardiographic left ventricular
mass and wall thickness in aged WT mice, which were also allevi-
ated in ETAKO mice. Aging enhanced ROS production and redu-
ced eNOS phosphorylation, the effects of which were attenuated by
ETAKO. Taken together, our data suggest that cardiomyocyte-spe-
cific knockout of ET A receptor may rescue aging-associated myo-
cardial remodeling and contractile dysfunction and through a
mechanism, at least in part, attributed to ROS production and
eNOS phosphorylation (supported by NIH P20RR016474).

Key Words: Endothelin A receptor, myocardial, cardiomyocytes,

contractile function, reactive oxygen species
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(+)-8-Methoxy-1,3,4,4A,5,9B-Hexahydro-pyrido[4,3-Blindole2-
carboxylic Acid Ethyl Ester as a Protective Agent Against HyOy
Induced Oxidative Damage in Pancreas f Cell Lines

Pancreas Beta Hiicre Dizilerinde Hidrojen Peroksitle Indiiklenen
Oksidatif Hasara Kars1 Koruyucu bir Ajan Olarak (+)-8-Metoksi-
1,3,4,4A,5,9B-Hexahidro-prido[4,3-BJindol 2-Karboksilik Asid
Etil Ester

Lucia Rac¢kovd!, Ahmet Cumaoglu?, Pierre Maechler?,

Milan Stefek!, Cimen Karasu*

ISAS Experimental Pharmacology Bratislava, Slovakia

2Gazi University Faculty of Medicine, Biochemistry, Ankara,
Turkey

3University Medical Center Clinical Biochemistry Geneva,
Switzerland

*Gazi University Faculty of Medicine, Pharmacology Ankara,
Turkey, karasu@gazi.edu.tr

Apoptosis is the main cause of B-cell death in both types of diabe-
tes. The purpose of our study was to compare the effects of Stoba-
dine (Compound 1) and (+)-8-methoxy-1,3,4,4a,5,9b-hexahydro-
pyrido[4,3-bJindole-2-carboxylic acid ethyl ester (Compound 2), a
structural congener of stobadine on cell dysfunction and apoptosis
induced by HyO» in insulinoma INS-1E cell line. Cytotoxicity of
compounds with HyOy was quantified with MTT reduction assay.
Caspase 9 and 3 activities were measured with colorimetric assay
kits. 35 pmol/l HyOy causing a decrease of viability (LDg) value
(50.8+9.6% of control cells)) was used for further experements. 24
hour pre incubation with compaund 2 provided beter protection
against HyOp cytotoxicity (68.9+4.3 p<0.05, 75.9+2.5 p<0.05,
72.5+4.2% p<0.05 of control for three respective concentrations
tested 0.1, 0.01, 0.001 mmol/1 ) than preincubation with compaund
1(48.4+3.6, 55.0+4.5, 63.3+3.7% p<0.05 of control respective at the
same concentrations with compound 2). Caspase 9 (204.3+10%) and
caspase 3 (182.8+9%) activities were statistically significant incre-
ased in only HyO» treated cell when compared with control cells.
Preincubation with compound 2 (0.001 mmol/l) decreased caspase
9 (143.7+6.8% of control) p<0.05 and caspase 3 (136.8+13.4) activi-
ties more effectively than compound 1(0.001 mmol/1) (153.5+2.9%
p<0.05, 149.3+14.7% of control for caspase 9 and -3 respectively).
The results of the study demonstrate that compound 2 may serve as
a protective tool against oxidative stres triggered apoptosis and se-
crotory dysfunction of insulinoma cells.

Supported by TUBITAK (Project No: 1065239) and by COSTActi-
on-B35

Key Words: Apoptosis, oxidative damage, pyridoindole,

antioxidant, pancreas
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Ameliorative Effects of Grape Seed Extract on Oxidative Stress
Parameters in Aged Rat Liver

Yagh Fare Karacigerinde Oksidatif Stres Parametreleri Uzerinde,
Uziim Gekirdegi Ekstresinin Iyilegtirici Etkileri

Aysun Getin !, Umit Arslanbas !, Betiil Gigek 2, Ahmet Oztiirk 3,
Osman Sagdig *

!Erciyes University ,Faculty of Medicine,

Department of Biochemistry,Kayseri

2Erciyes University ,Ataturk Health School,

Nutrition and Dietetics ,Kayseri

3Erciyes University ,Faculty of Medicine,

Department of Biostatistics,Kayseri

*Erciyes University, Faculty of Engineering,

Department of Food Engineering,Kayseri

Aging is the accumulation of diverse deleterious changes in the
cells and tissues leading to increased risk of diseases. Oxidative
stress has been shown to play a major role in aging .The levels of
oxidative stress should increase with age and it also predicts that le-
vels of antioxidants should reduce oxidative stress and extend the
life span.Grape seed extract, one of the bioflavonoid, is a potent an-
tioxidant. In the present study, we aimed to investigate the role of
grape seed extract on lipid peroxidation and antioxidant status in
the liver of young and aged rats. 48 male Wistar albino rats were
divided randomly into four groups: Group I-control young rats,
Group II-young rats treated with grape seed extract (100 mg/kg
body weight) for 30 days, Group III-aged control rats and Group
IV-aged rats supplemented with grape seed extract (100 mg/kg
body weight) for 30 days. Age-associated increase in lipid peroxi-
dation was observed in the liver aged rats (Group III). Activities of
antioxidant enzymes like superoxide dismutase, catalase, glutathi-
one peroxidase were found to be significantly decreased in the li-
ver tissues studied in aged rats when compared to young rats.
However, normalized lipid peroxidation and antioxidant defenses
were reported in the grape seed extract-supplemented aged rats. In
the light of these results we can say that grape seed extract enhan-
ced the antioxidant status and decreased lipid peroxidation in the

liver tissues of aged rats.

Key Words: Aged rat liver, grape seed extract, ameliorative effects
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Effect of Functional Foods on Chronic Dieases of Aging
Yaglanmaya Bagl Kronik Hastaliklar Uzerinde
Fonksiyonel Gidalarin Etkileri

Ash Akpinar!, Oktay Yerlikaya', Harun Uysal', Ozer Kinik!
!Ege University Faculty of Agriculture,

Department of Dairy Technology, Izmir-Turkey

Physiological and biochemical properties of foods have a great ro-
le prevention of chronic diseases of aging. One or more substances
of this foods that as a discribed functional foods have useful affect
of benefit human health. Over many years, effect of functional fo-
ods on the artherosclerosis, cataract, cancers, diabetes, neurologi-
cal diseases, immune-inflammatory disorders are investigated.
Especially preventive role of nutraceutical and antioxidant subs-
tances, which have functional properties on the free radicals rela-
ted with radiation, toxic substances, stress, air pollution, are
investigated by researcher. Free radicals that are ensure according
to air pollution, toxic substances, stress are destroyed by nutraceu-
tical and antioxidant substances which improve to prevention can-
cer, artherosclerosis, cell dissolution because of free radicals. Free
radicals could occur because of during other metabolic prosses in
the organism or external factors. Free radicals, produced during mi-
tochondiral respiration and also released by peroxisomes, catalyse
several redox reaction of various compound in living tissues and
cells and in foods. Furthermore there are many substances, which
are discribed antioxidant, to getting free radicals. Antioxidants pro-
vide to be ineffective of free radicals. Enzym activities of our body
decreases related with aging. This reason there is not enough anti-
oxidant defense mechanisms. Nutrition is the best source for anti-
oxidant intake our bodies. A lot of scientific investigations have
been performed to discover possible functional properties, antio-
xidant. Distiniciton should be given to more than 40 limonoids and
ascorbic acid in citrict fruits; to soy isoflavonoids, tocotrienols of
cereals, grains and vegatables; phenolics of ginger and tea; lycope-
ne of tomato,watermelon and guava, red grape, apple, cherry, oni-
on and some creals.

Key Words:Functional Foods, chronic diseases, aging,

free radicals
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Antioxidant Capacities of Some Endemic Plants Used in
Turkey Folk Medicine

Tiirk Geleneksel Tibbinda Kullanilan Bazi Endemik Bitkilerin
Antioksidan Kapasiteleri

Raziye Ozturk Urek!, Hulya Ayar Kayali', Leman Tarhan' and
Mahmure Nakiboglu?

!Dokuz Eylul University, Faculty of Science and Arts,
Department of Chemistry, 35160 Buca-Izmir/Turkey

2Dokuz Eylul University, Faculty of Education,

Department of Biology, 35150 Buca-Izmir/Turkey

Introduction and objectives: The research is focused on the deter-
mination of new potential plant sources of antioxidants that used as
folk medicine. Antioxidants are vital substances that possess the
ability to protect the body from damage caused by reactive oxygen
species induced oxidative stress. Methods: Sideritis sipylea and Ori-
ganum sipyleum L. extracts were prepared in different solvents
such as water (WE), ethanol (EE), methanol (ME), acetone (AE)
and only in water extract for Sideritis leptoclada. Total phenolic
contents in extracts were measured by using the Prussian Blue As-
say. Scavenging capacities of -OH and 2,2-diphenyl-1-picryl-
hydrazyl radical (DPPH') were determined by Deoxyribose and
Shimada Methods, respectively. The reducing powers of the ex-
tracts and vitamin C as a positive control were quantified by the
Method of Oyaizu. Total antioxidant capacities of the extracts and
butylated hydroxyanisole (BHA) as a positive control were deter-
mined according to Thiocyanate Method. Results: The highest to-
tal phenolic contents of S. sipylea, O. sipyleum and S. leptoclada in
ME, AE and WE were found as 0.089, 0.156 The best ICg(y values
for hydroxyl radical scavenging were determined asl.1 pug/mL in
ME of S. sipylea, 3.6 ug/mL in AE of O. sipyleum and 21 yg/mL in
WE extracts of S. leptoclada. ICs) values for DPPH scavenging we-
re determined as 0.05 mg/mL for ME of S. sipylea, 0.09 mg/mL for
EE of O. sipyleum and 0.15 mg/mL in extract of S. leptoclada. To-
tal antioxidant capacity of S. sipylea was similar with BHA and hig-
her than S. leptoclada and O. sipyleum. Conclusions: The result of
this study suggests that extracts of Sideritis sipylea, Sideritis lepto-
clada and Origanum sipyleum L can be used as potential source of
natural antioxidants, as a possible food supplement or in the phar-
maceutical industry for delaying of ageing.

Key Words: Total phenolic content, antioxidant capacity, scaven-
ging capacities of -OH and DPPH:
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Antioxidant Effect of Conjugated Linoleic Acid in Dairy Product
Siit Uriinlerinde Konjuge Linoleik Asidin Antioksidan Etkisi
Gokhan Kavas!, Nazan Kavas!, Bur¢in Cokuysal?

!Ege University, Faculty of Agriculture,

Department of Milk Technology, Bornova-Izmir, Turkey

2Ege University, Faculty of Agriculture,

Department of Soil Science, Bornova-Izmir, Turkey

Conjugated linoleic acid (natural polyunsaturated fatty acid) refers
to a class of positional and geometric conjugated isomers of then
omega-6 essential fatty acid, linoleic acid .The cis-9, trans-11, iso-
mer of conjugated linoleic acid is produced in the rumen of cattle
and other ruminant animals during the microbial biohydrogenati-
on of linoleic and linolenic acids. Conjugated linoleic acid (CLA)
isomers (cis-9, trans-11 isomer) are naturally found in foods in the
lipid fractions. Eventhough, CLA could be found in most of foods,
meat and dairy products from ruminant animals are the principal
source of CLA in the human diet. CLA content in dairy product
(mg /milk fat) ;Homogenized milk 5,5, concentrated milk 7,0 , yo-
ghurt 4,8, butter 4,7, ice cream 3,6, cheddar cheese 4,1, white che-
ese 4,5 mg/ milk fat . CLA have a variety of biological major effects
on health such as reduced body fat, enhanced immunity and anti-
cancer, anti-oxidation, anti atherosclerosis, anti-adipogenic. Many
researches bring up that CLA as antioxidant prevent cell-damage
neutralizing free radicals. In different studies it has been demons-
trated that CLA is a potent antioxidant and that c-9, t-11 isomer is
selectively incorporated into cellular phospholipids, which may, at
least, in part, explain the anticarcinogenic activity of CLA as anti-
oxidant mechanism. Administration of CLA to animal models of
carcinogenesis has been shown to delay and reduce the onset of
chemically induced tumors at various sites such as skin, breast, co-
lon, and stomach.

Key Words: Dairy product, linoleic acid, antioxidant
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Functional Bioactive Peptides Sourced from Milk Proteins

Stit Proteinlerinden Elde Edilen Bioaktif Fonfsiyonel Peptidler
Oktay Yerlikaya!, Asli Akpinar!, Ozer Kinik', Necati Akbulut!
!Ege University, Faculty of Agriculture,

Department of Dairy Technology, Izmir, Turkey

Milk is considered as a healthful beverage and consumption of da-
iry products is associated with overall diet quality. Milk and milk
based products are nutritious food items containing numerous es-
sential nutrients such as lipids, proteins, amino acids, vitamins and
minerals and numerous bioactive substances which comprise orig-
inal ingredients of milk. The milk protein that one of the most im-
portant components has a high biological value and, milk is
therefore a good source for essential amino acids. Milk proteins are
currently the main source of a range of biologically active pepti-
des, even though other animal or plant proteins contain potential
bioactive substance. These peptides have been defined as specific
protein fragments and obtained from casein, as well as whey pro-
teins. Bioactive peptides can be released by enzymatic hydrolysis
either during gastrointestinal digestion or during food processing.
Milk borne bioactive peptides are regarded as potantial active in-
gredient for preparation of various functional foods, nutraceuticals
and pharmaceutical drugs. Opiod, anti-thrombotic, mineral-bin-
ding, anti-microbial, immuno-modulatory, cyto-modulatory, hy-
potensive, hypo-cholesterolemic, antioxidant, and
anti-inflammatory peptides are bioactive peptides from milk pro-
teins. Also the naturally occurring biologically active peptides are
primarily hormones and releasing factors. These substances then
enter the milk as original active ingredients from blood plasma, or
are synthesized in the lactiferous gland. Regarding their physiolo-
gical significance, one should take into account that milk is the only
natural food for mammals and humans which provides proteins ex-
clusively for nutrition and beyond that, provides various peptides
having regulating effect for the development of the newborn. The-
se peptides can also have healty benefits an adult’s diet as a functi-
onal food ingredients.

Key words: Milk proteins, bioactive peptides
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Anti-Aging Foods
Anti-Aging Gidalar

Semih Otles!, Ozlem Cagind:!

! Ege Universitesi, Gida Miihendisligi Boliimii, [zmir, Tiirkiye

Anti-Aging; cesitli organlardaki hiicre fonksiyonuna zarar veren
etmenlere karg: alinan 6nlemlerin timidir. Yaglanma 6nleneme-
yecegine gore bunun yavaslatilmas: ve 6nlem alinmas: gerekmek-
tedir. Yaglanmanin olumsuz etkilerini azaltmak, bilince dayali
saglikl bir yasam tarzini benimseyerek olabilmektedir. Anti-Aging;
diizenli saghik kontrolleri, uygun bir beslenme, kisiye uygun egzer-
siz programlarinin yani sira serbest radikallerle miicadele amaciy-
la vitamin, mineral ve antioksidan destekler ile stresle basa
cikmayla ilgilenir. Findik, ceviz, tavuk eti ve bazi deniz mahsulle-
rinde selenyum bulunmaktadir. Vitamin E‘nin etkenligini artiran
bagisiklik sistemini gliglendiren selenyum, kansere kars1 koruyucu
olabilmektedir. Ispanak, karaciger ve bira mayas: gibi besin kay-
naklarinda bulunan alfa lipoik asit, dogada bulunan en giiglii anti-
oksidan ve yaglanmay: geciktirici maddelerden biridir. Hiicrelerin
igindeki tiim yapilar1 serbest radikallerden korur ve enerji tireti-
mini artirir. Hiicrelerin kendilerini yenilemesine katk: verir. Kus-
burnu, yesilbiber, maydanoz, kivi ve karalahanada bulunan C
vitamini, enfeksiyonlara kars1 viicut direncini artirmasinin yani si-
ra kotii kolesterolii diisiiriir ve kanser olusumunu yavaslattir. Fin-
dik, aygicegi, yesil yaprakli sebzelerde bulunun E vitamini LDL
kolesterolii diisiirdiigii, damarlar1 korudugu ve cildi besledigi bilin-
mektedir. Havug, 1spanak, kayisi, domates ve koyu yesil yaprag:
olan sebzelerde bulunan Vitamin A bagisiklig: artirir, deriyi, tir-
naklar ve saglar1 giiglendirir. Kolesterolii azaltir, kalbi, karacigeri
ve kemikleri korur. Gingko biloba, kalp ve beyin dolagiminda giig-
li etkisi olan bir antioksidan olup Alzheimer hastaliginda kullani-
Lir. Felg ve kalp krizi gecirme olasiligini, katarakt olugsmasini azaltir.
Giigli bir antioksidan kaynag: olan yesil ¢ayin degisik kanser risk-
lerini azaltt1g1 kan kolesterol seviyesini diisiirdtigii, yaslanmayi ge-
ciktirdigi belirtilmistir. Yaghlikta goriilen Alzheimer, Parkinson ve
Amyotropik Lateral Skleroz hastaliklarinin tedavisi i¢in ¢oklu an-
tioksidanlarin tiiketimi 6nerilmektedir.Anti aging beslenmede
meyve, sebze ve iceceklerden 6zellikle kirmizi sarap ve yesil gayin
¢oklu antioksidan igermesi nedeniyle tiiketilmesi 6nerilmektedir
(1,2).

Key Words:Antiaging, yaslanma, beslenme, antioksidanlar
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The Relationship of p53 Positivity between Age & Tumor Type
in 100 Mama Carsinoma Cases

100 Meme Kanseri Olgusunda p53 Pozitiflifinin Yas ve Timdr
Tipi ile Iligkisi
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Izmir, Turkey

Amag: p53 tiimor supresdr gen mutasyonlar: insan tiimérlerinde
en yaygin genetik degisikliktir ve sporadik meme kanserlerinin
yaklasik %25’inde goriilmektedir. Biz bu ¢alismamizda meme kan-
serli kadinlarda mutant p53 geninin yas gruplari, bu gruplar igin-
de tiimor tipi ile iligkisini degerlendirmeyi amagladik.Yéntem: Bu
caligmada toplam 100 meme kanserli hastada immunohistokimya-
sal yontemle mutant p53 genine ait protein #riiniiniin varhgim
arastirdik ve yas gruplar: yani sira tiimor tipi ile arasindaki iligkiyi
degerlendirdik. Sonuglar: 100 hasta igerisinde p53 (+) toplam has-
talarin sayis1 35(%35) olup 50 yas ve tizeri, p53 (+) hasta sayis1 25
(%25), 50 yas alt1, p53 (+) hasta sayis1 10(%10) iken 50 yas ve tize-
ri, p53 (-) 43 hasta (%43) 50 yas alt1, p53 (-) 22 hasta (%22) , top-
lam 65 hastada (%65) p53 (-) olarak saptandi. 50 yas ve tizeri hasta
grubunda 68 hasta mevcut olup bu hastalarin 25 (%36,76)inde p53
(+) idi. 50 yas alt1 hasta grubunda ise 32 hasta mevcut olup bu has-
talarin 10 (% 31,25)unda p53 (+)ligi saptandi. Tiim gruplarda en sik
goriilen tiimér tipi invaziv duktal karsinom (IDK) (%83) olarak bu-
lunmustur. p53 (+) IDK hastalarinin 23’ 50 yas ve {izerinde iken
6’s1 50 yasin altindaydi. p53 (-) hastalarin 37’si 50 yas ve tizerinde
iken 17’si 50 yasin altindaydi. Tartigma: Bu ¢aligmada meme kan-
serli hastalarin ¢ogunlugunun 50 yas ve iizerinde olmas: ve bu
grupta 50 yas altindakilere gore p53(+)liginin daha yiiksek bulun-
mas1 meme kanseri gelisiminde p53 gibi timor supresor genlerinin
etkili oldugunu, ancak 50 yas altinda da p53(-) meme kanserli has-
talarin bulunmas: bu siirecin multifaktéryel oldugunu diistindiir-
miigtiir.

Key Words: Meme kanseri, mutant P53 geni, timor
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The Effects of Low Dose Statin Treatment on

Ventricular Myocyte Dysfunction Occured in Diabetic Rats
Diyabetik Farelerde Gelisen Ventrikiiler Miyosit Disfonksiyonu
Uzerine Diisiik Doz Statin Tedavisinin Etkileri
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Diyabetin yol agtig1 kardiyovaskiiler hastaliklar arasinda diyabetik
kardiyomiyopatinin 6énemli bir yeri bulunmaktadir. Koroner vas-
kiiler hastaliktan bagimsiz olarak gelisen diyabetik kardiyomiyo-
patinin patogenezinde oksidatif stres nemli bir rol oynamaktadar.
Ote yandan, statinlerin kolesterol diisiiriicii etkinliklerinin yanisi-
ra kardiyovaskiiler sistemde hem oksidatif stres hem de Ca*? home-
ostazisi tizerindeki yararh pleiotropik etkileri bulunmaktadir. Bu
calismada kolesterol diizeylerini etkilemeyen dozdaki atorvastatin
tedavisinin diyabetik fare miyositlerindeki kontraktil disfonksiyon
tizerindeki olasi yararh etkinliginin aragtirilmas: amaglanmigtir.
Yetiskin erkek fareler dort gruba ayrilmistir: Kontrol, diyabetik,
atorvastatin tedavili kontrol, atorvastatin tedavili diyabetik gruplar
(n:10 her bir grup). Diyabet tek doz streptozotosin injeksiyonu ile
olusturulmustur (200mg/kg, s.c.). Diyabet olusumundan iki hafta
sonra oral olarak uygulamaya baglanilan atorvastatin tedavisi iki
hafta siirdiirtilmistiir (10mg/kg/giin, oral gavaj). Tedavi sonunda
Langendorfperfiizyon sistemine alinan kalpler kolagenaz ile dijes-
te edilerek ventrikiiler miyositler izole edilmistir. SoftEdge Myo-
cam sistemi kullanilarak miyositlerde Ol¢iimlenen mekanik
parametreler sunlardir: Dinlenimdeki hiicre uzunlugu (CL), mak-
simum kisalma amplitiidii (PS), maksimum kisalma siiresi (TPS),
uzamanin kisalma fazinin %90’ 1na inmesi i¢in gerekli siire (TRg),
kisalma ve uzamadaki maksimum hiz (+ dL/dt). Ote yandan, kan-
da glukoz, kolesterol, trigliserit ile kalp dokularinda baz1 oksidatif
stres parametreleri de (KAT: katalaz, SOD: siiperoksit dismiitaz ak-
tiviteleri ve. GSH: glutatyon ile MDA: malondialdehit diizeyleri)
olgtimlenmistir (spektrofotometrik). Atorvastatin tedavisi kan glu-
koz, kolesterol ve trigliserid diizeylerini etkilemeksizin diyabetik
miyositlerde bozulmus olarak Sl¢timlenen PS, TPS, TRg( ve +dL/dt
degerlerini biiyiik oranda diizeltmistir (p<.05, ANOVA, n: 5 fare
her bir grup). Diyabetik kalp homojenatlarinda GSH diizeyi %21
oraninda azalmig, KAT ve MDA diizeyleri ise sirasiyla %51 ve %48
oranlarinda artmis olarak bulunmustur (n:5, p<.05). Atorvastatin
tedavisi bu degerleri normalize etmistir. Bulgularimiz kolesterol
diizeylerini etkilemeyen diisiitk dozdaki atorvastatin tedavisinin di-
yabetin indiikledigi kardiyak mekanik disfonksiyonu oksidatif stre-
si azaltarak diizeltebildigini gostermektedir (Bu ¢alisma Ankara
Universitesi tarafindan desteklenmistir-no: B3336003, ve 5% In-
ternational Congress on Cardiovascular Disease adl1 kongrede -Ha-
ziran 2009- Slovakya’ da sunulmustur).

Key Words: Diyabet, ventrikiiler miyosit, statinler
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Echinacea & Anti-Aging

Ekinazya ve Anti-Aging
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Echinacea tiirleri (Compositae) Amerika yerlileri tarafindan yiizyil-
lardan beri dis agris1, bogaz agrisi, soguk alginligi, kuduz, yilan sok-
mas! ile yara ve yaniklara karsi kullanilmigtir. Tibbi olarak
degerlendirilen tiirler ise E. pallida, E. purpurea ve E.angustifoli-
a'dir (European Pharmacopoeia 6, 2007). Bugtin Echinacea tiirleri-
nin koékleri ve toprakiistii kisimlarinin tentiirii ve ekstresi veya toz
halde kapsiil icinde Amerika’da ve Avrupa’da kullanilmaktadir. Ec-
hinacea iirtinleri Amerika Birlegik Devletlerinde daha ¢ok nutra-
sotik olarak, Avrupa’da ise durum farkl olup, 6rnegin Almanya’da
Echinacea tirtinlerinin ¢ogu ilag olarak ruhsatlandirilmistir ve ec-
zanelerde satilmaktadir. Bitkinin herba ve kokleri kafeik asit tii-
revleri, alkilamidler ve polisakkaritler tasimaktadir (Gruenwald ve
ark. 2004). Bu ¢alismada, Tirkiye’de kiiltiirti yapilan Echinacea
purpurea ve E. pallidanin kok ve herba kisimlarindan hazirlanan
farkl polaritedeki ekstrelerin antioksidan aktiviteleri 2,2-difenil-
pikrilhidrazil serbest radikal siipiiriicii etki ile demir baglama kap-
asiteleri yo6niinden incelenmistir. Bu ¢aliyjmada Echinacea
tiirlerinden elde edilen ekstre ve bilesiklerin antiaging acidan 6nem
tastyan etkileri (antioksidan, kollajen koruyucu ve antihyaliironi-
daz etkileri) degerlendirilerek antiaging amacla kullanim 6nerileri

yapilmustir.
Anahtar Kelimeler: Anti-Aging, Ekinezya

Kaynaklar:
European Pharmacopoeia 6, European Pharmacopoeia Sixth Edvition. Co-
uncil of Europe. Strasbourg: France. 2007.

Gruenwald J, Brendler T, Jaenicke . PDR for Herbal Medicines. 3rd Ed.
Montvale NJ: Thomson Healthcare; 2004. p. 267-274

S134

P-14

Going to the Fittness-Wellness Centre: Evaluation of Health
Quality of Individuals

Fitness—Wellness Merkezlerine Giden Bireylerin

Saghk Kalitesinin Degerlendirilmesi
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! Masaj ve Dogal Terapiler Dernegi, Antalya, Turkey.
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Antalya, Turkey

Amag: Fitness ve wellness merkezlerine giden kisilerin saglik kali-
tesini arastirmak ve degerlendirmek, bu aragtirmanin amacin olus-
turmaktadir. Yéntem: Antalya ilinde bulunan fitness ve wellness
merkezlerine giden kisilerden goniillii olanlara anket yapilmistir.
Veri toplama araci olarak 55 sorudan olusan “Likert Tipi” sayisal
6lgek (5= Devamli, 4= Diizenli, 3= Bazen, 2= Nadiren, 1= Asla) an-
ket kullanilmugtir. Fiziksel durum, Zihinsel yada Duygusal durum,
stres degerlendirilmesi, Yasamdan hosnutluk, Genel yasam kalite-
si, Genel izlenim gibi boliimlerinden olusmaktadir. Verilerin de-
gerlendirilmesinde SPSS 10.0 istatistik programi kullanilmistir.
Verilerin ortalama, standart sapma, persentil ve frekans dagilimla-
rinin analizi yapilmistir. Bulgular: Arastirmaya 51(% 42,5)’i erkek,
69 (% 57,5)’i bayan olmak iizere toplam 120 kisi katilmistir. Yas,
boy, agirlik ortalamalari; erkeklerin yas 37,5+10,7 y1l, boy 179,4+6,1
cm, agirlik 82,6+10,5 kg, bayanlarin yas 35,5+11,1 yil, 165,5+7,1
cm, 65,4+9,6 kg. olarak bulunmugtur. Bireyler yas gruplarina go-
re; 19-23 yas grubu 14 (%11,4) kisi, 24- 28 yas grubu 21 (%17,5)
kisi, 29-33 yas grubu 20 (%16,7) kisi, 34-38 yas grubu 13 (%10,8)
kisi, 39- 43 yas grubu 20 (%16,7) kisi, 44-48 yas grubu 11 (%9,2) ki-
si, 49-53 yas grubu 10 (%8,3) kisi, 54-58 (10 (%%8,3) kisi, 59 ve
tizeri yas grubu 1 (%0,8) kisiden olusturmaktadir. Aragtirmaya ka-
tilan bireyler fitness ve wellness merkezlerine gittikten sonraki go-
riislerinden elde edilen sonuglara gore; 82 (%68,3)’si genel fiziksel
durumlarinin daha iyi oldugunu, 72 (%60)’si genel zihinsel/duy-
gusal durumlarinin daha iyi oldugunu, 73 (%60,8)ii stresle bas et-
me becerisinde iyilesme oldugunu, 77 (%64,2)’si genel yasam
sevinglerinin daha iyi oldugunu, 78 (%65)’i genel yasam kaliteleri-
nin daha iyi oldugunu belirtmistir. Sonug: Fitness ve wellness mer-
kezlerine gitmenin ve bu merkezlerin aktivitelerine aktif olarak
katilmanin fiziksel, zihinsel ve ruhsal beden iizerinde olumlu etki-
leri oldugu, dolayisiyla insanlarin yagam kalitesinde olumlu yénde

iyilesmelerin oldugu sonucuna varilmagtir.

Anahtar Kelimeler: Yagam kalitesi, fitness, wellness

Turkiye Klinikleri ] Med Sci 2008;28(Suppl)



P-15

The Effect of Hamam on Body Composition &
Physiological Parameters

Hamamin Beden Kompozisyonu ve

Fizyolojik Parametreler Uzerine Etkisi
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Amag: Bu caligmanin amaci, hamamin beden kompozisyonu ve fiz-
yolojik parametreler tizerindeki etkisini aragtirmaktir. Denekler:
Aragtirmaya goniillii olarak katilan iiniversiteli bireylerin yas orta-
lamas: 21,20+2,5, boy ortalamas: 178,8+7,4 olan 10 saglikli erkek
birey tizerinde yapilmistir. Yontem: Hamamda bekleme siiresi 30
dakika olarak belirlenmistir. Hamamin sicakligi 40 C°, nem oram
%80 (%81-78) olarak kaydedilmistir. Biitiin deneklerin dinlenik
Kalp Atum Sayisi, viicut 1sis1, tansiyon, beden kompozisyonu 61-
ciimleri BIA (Biyoelektrik Impedans) ile alinmustir. Biitiin 6l¢tim-
ler hamam 6ncesi ve sonras: tekrar edilmistir. Istatistik: Arastirmada
elde edilen veriler, SPSS 10.00 istatistik programda ¢oziimlenmis-
tir. On test ve son test verileri arasindaki Nonparametric test yon-
temlerinden Wilcoxon istatistik yontemi kullanilmigtir. Anlamlilik
diizeyi p<0.05 olarak belirlenmistir. Sonug: Hamam 6ncesi ve son-
ras1 degerlerin karsilagtirilmasinda; viicuttaki akut sivi degisiklik-
lerine karsi, beden kompozisyonunda degisiklikler gézlenmistir.
Beden agirhginda, BKI (6nce, 23,8+2,07; sonra, 23,7+2,06), TBS (6n-
ce, 50,6+5,19; sonra, 49,8+5,13), BMS (6nce, 1869,4+150,9; sonra,
1864,5+149,2) degerleri arasinda anlaml fark oldugu bulunmustur
(p<0,05). Oncesi ve sonrast %oyag (10,1+3,2;10,2+3,19), impedans
(479,4+24,1; 484,5+26,7), yag agirhigi (7,9+3,03; 7,9+3,02), yagsiz
beden agirlig: (68,4+7,09; 68,1+6,96) degerleri arasinda anlamali bir
fark bulunmamustir (p>0,05). %yag ve Impedans degerlerinde artis,
yagsiz beden agirlig1 degerinde diisiis gozlenmistir. Kalp atim say1-
s1 (KAS) (61,50+7,51; 69,60+7,96) hamam sonrasinda anlamli artig
gostermistir (p<0,05). Biiyiik tansiyonda artig (112,50+9,79;
114,70+6,31), kiigtik tansiyonda (67,50+3,54; 66,50+11,32) diists
bulunmugtur. Beden 1sisinda da artig olmasina karsin istatistiksel
agidan anlamh degildir.

Anahtar Kelimeler: Beden kompozisyonu, yag, kalp atim sayis1, be-

den 1s1s1, beden s1visi, hamam
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Effects of Low-dose Chronic Fluvastatine Treatment on
Oxidative Stress Parameters in Liver of Diabetic Rats
Diyabetik Sigan Karacigerinde Diigiik Doz, Kronik Fluvastatin
Tedavisinin Oksidatif Stres Parametreleri Uzerine Etkisi
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Statinler (HMG-CoA rediiktaz inhibitorleri)‘in kolesterol diistirii-
cii etkilerinden bagimsiz olarak ortaya ¢ikan pleiotropik etkilerin-
den biri de antioksidan etkinlikleridir. O nedenle oksidatif stresin
artmis oldugu kronik hastaliklardan korunma ya da tedavi igin sta-
tinlere olan ilgi giderek artmaktadir. Ote yandan, hizli yaslanma
olarak da tammlanan diyabette ortaya ¢ikan komplikasyonlarda ok-
sidatif stresin 6nemli rolii bulunmaktadir. Bu ¢aligmada kolesterol
diizeylerini etkilemeyen dozdaki fluvastatin ile kronik tedavi gor-
miis diyabetik siganlarin karacigerlerinde ilacin antioksidan etkin-
ligi aragtirlmigtir. Diyabet yetiskin erkek Wistar sicanlarda tek doz
streptozotosin (STZ, 55 mg/kg, i.p.) ile olusturulmustur. Bir kismi-
na (D grubu) ve kontrol (C) grubuna alt1 ay boyunca fluvastatin (2
mg/kg/giin, oral gavaj) verilmistir (DF ve CF gruplar1). Fluvastatin
STZ enjeksiyonundan bir hafta sonra uygulanmaya baglanmigtir
(preventif ¢aligma). Karaciger homojenatlarinda siiperoksit dismu-
taz (SOD) ve katalaz (KAT) aktiviteleri, malondialdehit (MDA),
protein karbonilasyonu (PK), glutatyon (GSH) (spektrofotometrik)
ve 3-nitrotirozin (3-NT) diizeyleri (ELISA) 6l¢timlenmistir. Bek-
lendigi gibi diisiik dozda fluvastatin diyabetik hayvanlarda hiperg-
lisemi ve dislipidemiyi etkilememistir (p>0.05, ANOVA, n:8-10).
Diyabetik hayvanlarin karaciger MDA diizeyi %57, PK % 42, 3-NT
diizeyi %32 ve SOD aktivitesi % 28 oranlarinda artmis olarak bu-
lunmustur (ANOVA, p<0.05, n:6), ve degisimler fluvastatin teda-
visinden sonra normalize olmustur. GSH diizeyi ve KAT aktivitesi
higbir grupta anlamli olarak degismemistir. Bulgularimiz diyabe-
tik sican karacigerinde fluvastatinin kolesterol diisiiriicti etkiden
bagimsiz olarak ortaya ¢ikan antioksidan 6zelligi oldugunu goster-
mektedir. Diisiik dozdaki bu etki diyabetin yol ac¢tig1 organ hasar-
lanmasindan korunma igin 6nemli olabilir. Bu ¢alisma Ankara
Universitesi (no: BAP080306) ve kismen de COST-B35 tarafindan
desteklenmistir.

Anahtar Kelimeler: Streptozotosin, oksidatif stres, diyabet, fluvas-
tatin, karaciger
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Anti-Aging Implementations in Health Care Tourism

Saghk Turizmi Kapsaminda Anti-Aging Uygulamalar
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Diinyanin en biiyiik ti¢ hizmet sektériinden biri olan turizm sekto-
riinde iilkelerin sahip olduklar: pay1 artirmaya yonelik ortaya koy-
duklar1 rekabet gabalar:1 yeni destinasyonlar, yeni yaklasimlar ve
yeni {iriinlerin ortaya gikmasi ile sonuglanmaktadir. Bu ¢aligmanin
amaci alternatif turizm kaynaklarindan biri olarak diinyada son 10-
15 yildir bati iilkelerinde yayginlik kazanan son dénemlerde dogu
ve uzak dogu iilkelerinin lider konumda oldugu Tiirkiye’de ise ye-
ni gelismekte olan saglik turizmi ve antiaging turizmi konusunun
kuramsal olarak degerlendirilmesidir. Ulke igin alternatif gelir kay-
nag yaratabilecek bir turizm tiirii olarak saglik turizmi ve bir uzan-
tis1 olarak antiaging seyahatler konusu irdelenmistir. Ozellikle
Tiirkiye’nin saglik turizmi konusunda avantaj ve dezavantajlari, bu
alandaki firsatlar ve tehditler incelenmekte ve bu baglamda iilke
turizminin gesitlendirilmesi ve alternatif turizm olanaklar: irde-
lenmektedir.

Anahtar Kelimeler:Saglik turizmi, antiaging turizm, alternatif tur-
izm, dig kaynak
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