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INTRODUCTION

Study of the problem of aging is one of the most
challenging areas of contemporary biology and medi�
cine. Presently, the proportion of the elderly generation
in the world population is continuously growing [9].
The increase in life expectancy and, subsequently, pro�
gressive aging of the population [2, 17, 18] are expected
to lead in the near future to the necessity of solving a
series of medical, social, and economic problems.
Therefore, the prophylaxis of age�related pathologies is
considered the main task of contemporary geriatrics
and becomes the most important medical problem.

Aging is a complex multilevel process that occurs not
only as hypoplastic alterations of cells and tissues but also
as the decrease in their functional activity. It is connected
with a myriad of morphological and functional modifica�
tions, which are due to pathological or compensatory
reactions of an organism [1, 3, 7, 11].

The aging process is characterized by the involu�
tion of a variety organs and regulatory systems such as
the liver, pancreas, intestine, thymus, pineal gland,
and retina, as well as the nervous, immune, and endo�
crine systems [4, 5, 8, 10, 12, 24]. For all of these
organs and systems, the general principles of aging and
some specific mechanisms that are due to their struc�
tural and functional features are defined.

At the cell level, the aging process occurs as the dis�
order of synthesis and secretion of a variety of peptides
and proteins involved in cell signaling processes [15,
25, 26]. It is suggested that the rate of aging of an
organism depends on the ratio of proliferating cells
and cells undergoing apoptosis. This ratio is, in turn,
determined by the relative abundance of pro� and
antiapoptotic proteins [6]. At the molecular level, the
decrease in peptide and protein biosynthesis in the

organisms of elderly people is due to the accumulation
of DNA damage at reparation, telomere shortening,
and an increase in the relative abundance of hetero�
chromatin in the nucleus [22]. Therefore, the activa�
tion of apoptosis takes place in the organisms of eld�
erly people. At the intercellular and tissue levels, the
decrease in abundance of regulatory proteins and pep�
tides involved in cell signaling processes leads to
desynchronization of nervous, immune, and endo�
crine system functions.

Regulatory systems control the relative abundance
of different cell populations, their differentiation, pro�
liferation, and apoptosis. The diversity of membrane
receptors, neuromediators, cytokines, and other fac�
tors of intercellular regulation that integrate biosyn�
thesis processes at the cell and organism level are char�
acterized by the general term “bioregulation.” It
unites all extracellular, intercellular, and intracellular
mechanisms controlling biosynthesis, metabolism,
and reproduction of genetic information in multicel�
lular organisms.

The development and improvement of molecular
biological approaches in the second half of the twenti�
eth century, which provided the tools for subcellular
studies of regulatory systems, have led to the possibility
of verification of the myriad of low�molecular weight
hormone peptides, which were united into the group
of biologically active regulatory peptides [20].

Owing to the development of scientific methodol�
ogy in recent decades, it has become possible to study
intracellular processes, which allowed confirmation of
the fact that, in the diversity of information molecules,
regulatory peptides play the role of universal informa�
tion transporters at all levels of life organization, i.e.,
from the cell level to the organism level.
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Regulatory peptides occupy a special position
among vitally important bioregulators. Detailed study
of the role of peptides in the biological regulation sys�
tem of multicellular organisms is considered to be the
most challenging task of contemporary physiology. It
appears that the transduction and effect of any incom�
ing information in an organism are regulated by pep�
tides, whose main function is aimed at the protection
of functional stability of the genome [21].

At the same time, information about changes in the
inner and outer environment appears to be the main
factor initiating necessary modifications in the bioreg�
ulation system that help sustain the required level of
functional activity of cells. Some evidence suggests
that these peptides normally fulfill their functions
mostly at the cell level via induction of synthesis of a
variety of regulatory proteins [16]. Peptide biosynthe�
sis disorders are observed during aging at the cellular
and subcellular levels [16, 19, 23]. Moreover, age�
related organism involution occurs due to the loss of
sensitivity to regulatory peptides by target cells in dif�
ferent tissues and organs [23].

At present, a series of synthetic peptides have been
obtained at the St. Petersburg Institute of Bioregulation
and Gerontology of the Russian Academy of Medical
Sciences. The most promising preparations with respect
to geroprotector efficiency are AT–0 (testagen, H–Lys–
Glu–Asp–Gly–OH), AKS–P (pankragen, H–Lys–Glu–
Asp–Trp–NH2), AB–9 (Nα–(γ–L–Glu)–L–Lys), AB–
17 (normophthal, H–Lys(H–Glu–OH)–OH), T–31
(katalacs, H–Ala–Glu–Asp–OH), T–33 (pinealon, H–
Glu–Asp–Arg–OH), T–34 (honluten, H–Glu–Asp–
Gly–OH), and T–38 (vesugen, H–Lys–Glu–Asp–OH).

Long�term studies revealed that these peptides can
recover functions of tissues and organs undergoing
age�related involution. However, it has not been possi�
ble thus far to follow the mechanisms of protein func�
tions from the organ and tissue levels to the cellular
and intracellular systems.

Therefore, it appears interesting to study the mor�
phological and functional characteristics of peptide�
dependent regulation of aging at the organ, tissue, cel�
lular, and molecular levels.

In order to reach this goal, we carried out a series of
experiments allowing us to assess the regulatory effects
of the peptides and, based on the data obtained, con�
sider the most important mechanisms of their action
at the cellular and molecular levels.

At the first stage of the study, we conducted a compar�
ative analysis of the influence of 20 ng/ml of T–34 and
T–38 peptides on the duodenum, spleen, and thymus of
rats undergoing radiation aging. It was shown that irradi�
ation leads to a series of pathological processes that occur
at the organ level as a decrease in organ mass; at the tissue
level as the destruction of the vascular bed, edema, and
decrease in cell number; and at the cellular level as
changes in the nucleus structure that may possibly lead to
a decrease in protein synthesis.

The administration of T–34 peptide, which pos�
sesses an affinity to respiratory system tissues, did not
affect the morphological and functional state of irradi�
ated organs. However, the administration of T–38
peptide, which possesses an affinity to vascular tissue,
led to a significant increase in proliferation of all stud�
ied tissue cells, though the irradiation�induced
pathology of the vascular bed was not observed.

Indeed, an increase in body weight and absence of
signs of anemia were observed in experiments with
irradiated animals treated with T–38. The T–38 pep�
tide induced proliferation in the tissues of the intes�
tine, spleen, and thymus. By the structural and func�
tional “intestinal crypt–villus” complex of the duode�
num, the mucosal tunic did not differ from the
control, and the cellular composition of the lamina
propria was recovered. The effects of T–38 also led to
normalization of microcirculation as well as recovery
of the submucous layer and neural ganglion structure.
In the spleen, treatment with T–38 after irradiation
led to a relative increase in white pulp abundance and
the occurrence of large hematopoietic islets. In lym�
phatic follicles and the parafollicular zone, the abun�
dance of huge lymphoblasts increased. Many of them
underwent mitotic division, which indirectly suggests
activation of reparation regeneration in the spleen. In
the thymus, treatment with T–38 peptide resulted in
division into cortical and medulla zones, which com�
pletely disappeared after irradiation, suggesting gero�
protector effects of T–38 with respect to the thymus.
At the same time, the proliferation potentials of all
these tissues were higher than those in both the control
group and irradiated animals.

Apparently, the synthetic peptide T–38 affects the
vascular bed in a tissue�specific manner, thus improv�
ing the tissue trophism and activating proliferation.
However, the T–34 peptide of the respiratory system
was ineffective. The obtained results confirmed previ�
ously obtained data about the tissue�specific manner
of peptide�mediated effects [14], which occur not only
at the tissue and organ levels but also at the cellular
level. Moreover, our study revealed that the geropro�
tector effects of the peptides are based on their capac�
ity to activate intracellular processes, the most signifi�
cant of which is protein synthesis.

The main goal of the second stage of our study was
exploration of molecular mechanisms of the peptide
effects at the level of protein synthesis and regulation
of apoptosis.

Studies of mouse fibroblast cultures revealed that
peptides fulfill their roles with respect to protein syn�
thesis in a tissue�specific manner. Indeed, T–31 pep�
tide, which possesses an affinity to connective tissue,
up�regulated cytoskeleton proteins (actin, vimentin,
and tubulin) and karyoskeleton proteins (lamin A and
C) when taken in the concentration 10 mM. On the
other hand, T–34 and T–38 peptides, which are spe�
cific to the respiratory and vascular systems, did not
produce any effect.



392

BIOLOGY BULLETIN REVIEWS  Vol. 1  No. 4  2011

KHAVINSON et al.

Peptide�induced activation of cytoskeleton protein
synthesis suggests that these peptides affect intracellu�
lar signaling cascades, which are regulated via peptide�
mediated cytoskeleton protein remodeling. It also
appears that the peptide�dependent regulation of
intranuclear protein synthesis may lead to alteration of
the heterochromatin and euchromatin ratio, which in
turn facilitates changes in the gene expression pattern.

Fibroblast apoptosis was induced by administration
of Helicobacter pylori into the cell culture, which led to
mitochondria destruction, outer and inner mitochon�
drial membrane damage, and a decrease in mito�GFP
complex fluorescence in fibroblasts. Administration of
either T–31 or T–34 peptides into the fibroblast cell
culture prior to Helicobacter pylori resulted in increased
mito�GFP complex fluorescence and the absence of
mitochondrial membrane damage. The obtained data
suggest that both T–31 and T–34 peptides obviously
possess antiapoptotic activity with respect to fibroblasts,
which occurs as the increase in mitochondria resistance
to damaging factors and tolerance to the initiation of
mitochondria�dependent programmed cell death.

Similar antiapoptotic effects of T–34 were shown
in the culture of human stomach epithelial cells. Inter�
estingly, the revealed antiapoptotic activity of T–34
was higher than that of clarithromycin, which is used
as an antimicrobial agent for the treatment of Helico�
bacter pylori�associated stomach diseases.

At this stage of our research, we revealed that the
geroprotector effects of the studied peptides are based
on protein synthesis stimulation and prevention of
abnormal forms of mitochondrial�dependent apopto�
sis. This conclusion is consistent with the previously

obtained data about the antiapoptotic effects of bio�
regulators [13].

Moreover, the stimulatory effects of the peptides on
protein synthesis are known to be realized in a tissue�
specific manner. Indeed, the T–31 peptide, which
possesses an affinity to connective tissue, up�regulated
cytoskeleton proteins (actin, vimentin, and tubulin)
and karyoskeleton (lamin A and C) in fibroblasts. At
the same time, T–34 and T–38 peptides, which are
specific to the respiratory and vascular systems, did
not produce such effects.

The differentiation potential of cells was shown to
decrease in both the model conditions of radiation�
induced aging and the natural age�related involution
of organs. Therefore, the third stage of our research
dealt with the study of the influence of AKS–P peptide
on a pluripotential embryonic tissue, using the early
gastrula ectoderm of Xenopus laevis.

In all control cultures of the embryonic pluripotential
tissue, only atypical epidermis developed. Administra�
tion of 2, 10, 20, 50, 100, and 200 ng/ml of AKS–P pep�
tide into the tissue culture induced the development of
epidermis, somites, and mesenchyma in a dose�
dependent manner. In other words, it was shown that
induction of one or the other pathway of pluripotential
tissue differentiation in culture depended on the con�
centration of the peptide studied.

The maximal differentiation�inducing activity of
AKS–P peptide with respect to pluripotential cells was
observed when its concentration in the culture
medium was 2 ng/ml. It was observed that, under such
conditions, more than 35% of ectoderm differentiated
in the direction of the epidermis, mesenchyma, and
somites. A less obvious effect was observed when the
concentration of AKS–P peptide in the culture
medium was 20 ng/ml (figure).

The obtained data suggest that the pluripotential�
tissue differentiation�induction effect of AKS–P pep�
tide is realized in a dose�dependent manner. Appar�
ently, the capacity of AKS–P peptide to stimulate
pluripotential cell differentiation is based on its ability
to activate protein synthesis, in particular, the biosyn�
thesis of α�actin, which is known to be one of the
major cytoskeleton proteins.

Therefore, at the first three stages of our study, we
found that the geroprotector effects of the studied pep�
tide were realized in the model system of accelerated
aging in a tissue�specific manner, and they are based
on the induction of cytoskeleton and karyoskeleton
protein synthesis and inhibition of apoptosis. More�
over, it was shown that stem cells, which can differen�
tiate to form a variety of tissues of an organism owing
to peptide�mediated regulation, can also be the targets
for these peptides.

At the final stage of our study, we summed up all the
effects of the peptides studied, which were revealed in
former experiments on the immune system. The influ�
ence of AT–0, AB–9, AB–17, and T–31 peptides
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taken in concentrations of 2, 20, and 200 ng/ml on
cultures of immune cells of bone marrow, thymus, and
liver of human embryos, as well as immune cells of
adult peripheral blood, was studied.

It was revealed that the studied peptides produce
multiple, mostly stimulatory, effects on differentia�
tion, activation, proliferation, and apoptosis of human
immune cells in the peripheral blood, bone marrow,
liver, and thymus of embryos, as well as in the thymus
of 1.5�year�old children (table). It should be noted
that the character of these effects depends on both
type and concentration of the peptide, as well as on the
type of tissue the peptide is targeted to.

For several peptides, a stimulatory effect on human
mature immune cell differentiation was shown.

Maximal effects on the differentiation capacity of
CD34+ stem cell precursors of embryonic bone mar�
row and liver were provided by AT–0 and AB–17 pep�
tides in the concentration 2 ng/ml and 20 ng/ml. Bone
marrow stem cells treated with these peptides were
shown to differentiate in the direction of myeloid
CD14+ cells and immature CD3+ T�lymphocytes,
whereas the liver stem cells tend to differentiate in the
direction of mature T�helpers and cytotoxic T�cells.

It was shown that AT–0 peptide in the concentra�
tion 20 ng/ml and 200 ng/ml provided the most pow�
erful stimulatory effect on cell differentiation in the
direction of T�lymphocytes and NK�cells.

Moreover, the studied peptides were shown to
modify the phenotype of differentiated human T�cells.
It was shown that mature T�lymphocytes treated with
the studied peptides, especially AT–0, in the concen�
trations 20 ng/ml and 200 ng/ml changed their pheno�
types from CD4–CD8+ and CD4+CD8– to CD4+CD8+.
In other words, the AT–0 peptide induced coexpres�
sion of two receptors on the membrane of this subpop�
ulation of immune cells.

The majority of the peptides studied were shown to
activate human immune cells, up�regulate their prolif�
eration, and suppress apoptosis.

In the blood, AT–0 peptide in the concentrations
20 ng/ml and 200 ng/ml up�regulated expression of
the HLA�DR marker of late activation on the mem�
branes of cytotoxic T�lynphocytes. Moreover, this
peptide was shown to stimulate the mitotic potential
and decrease the level of apoptosis in the population of
T�lymphocytes in blood. The same concentrations of
AB–9 peptide provided similar effects on the activa�
tion, proliferation, and apoptosis of thymocytes.

The results obtained allow us to formulate some
hypotheses about possible mechanisms of peptide�
mediated effects on the morphological and functional
characteristics of human immune cells, which may be
proven by studies of other organs and systems.

The stimulatory effects of the studied peptides on
differentiation and proliferation of immune cells are
based on the capacity of these peptides to up�regulate
gene expression and de novo protein biosynthesis.

This suggestion is based on data about the effects of
peptides on the phenotypes of T�lymphocytes of blood
and thymocytes. T�cells exhibited coexpression of two
receptors in both the thymus and peripheral blood. Ini�
tially, this effect could have been explained either by pep�
tide�induced stimulation of the biosynthesis of this
receptor or by initiation of its biosynthesis due to up�reg�
ulation of previously silent genes. Experiments with a
protein synthesis blocker revealed that the first suggestion
was false. Therefore, it was concluded that the mechanism
of peptide�induced modification of the mature T�cell
phenotype in the thymus and blood is based on protein
synthesis activation via up�regulation of previously silent
genes rather than direct stimulation. Moreover, the stud�
ied peptides were shown to be tissue�specific. Indeed, the
AT–0 and AB–17 peptides provided the most obvious
effects on stem cell differentiation in embryonic bone
marrow, brain, and liver.

Effects of the peptides on cells of human hematopoietic organs, the thymus, and lymphocytes

Peptide Embryonic hematopoietic organs Thymus of embryos and children Blood

AT–0 Expression of CD4,8 by BM cells ↓ Quantity of DP
↓ Expression of CD3 by SP
↑ Expression of HLA�DR by TEC

↓ Expression of CD19
Expression of HLA�DR by T�cells
↑ T�cell proliferation

AB–17 Expression of CD3 by EL cells ↓ DP
Loss of CD4 or CD8 by DP
Loss of CD3 by DP and SP cells

↓ thymus epithelium cell apoptosis

Expression of HLA�DR by T�cells

AB–9 Expression of CD4,8 by BM cells ↓ Quantity of DP
↑ Quantity of CD4+3– and CD8+3+

Expression of HLA�DR by T�cells

T–31 Expression of CD4,8 by BM cells, 
Expression of CD3 by EL cells

↓ Expression of CD3 by DP
↑ Quantity of CD4+CD8– due to loss of 
CD8 cells DP

–

Note: BM–bone marrow, EL–embryonic liver cells, ↓–decrease, ↑–increase, DN–double negative (CD4–CD8–) thymocytes, DP–double
positive (CD4+CD8+) thymocytes, SP–single positive (CD4+CD8– and CD4–CD8+) thymocytes, TEC–thymus epithelium cells.
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The studied properties of peptides (de novo protein
synthesis stimulation and tissue specificity) may be
considered not only in relation to immune cells but
also in relation to other tissues, which will likely allow
fuller understanding of peptide�dependent regulation
mechanisms of the morphological and functional con�
ditions of aging organism tissues.

It is known that age�related organ and tissues invo�
lution is based on the decreased capacity of cells for
activation, differentiation, and proliferation, and, con�
versely, on the activation of apoptosis. At the molecular
level, these events are determined by the relative abun�
dance of heterochromatin and inhibition of protein
synthesis. As tissue�specific substances, peptides can
directionally activate cell proliferation and differentia�
tion, as well as inhibit the abnormal initiation of mito�
chondrial apoptosis. The geroprotector effects of the
peptides are based on their capacity to stimulate protein
synthesis, particularly of proteins involved in cell signal�
ing mechanisms (cytoskeleton proteins) and regulation
of chromatin structure (karyoskeleton proteins). Use of
the radiation�induced aging model revealed that
molecular and cellular effects of the peptides occur at
the tissue level, which manifests as tissue structure
recovery.

The first stage of our study revealed that, at the tissue
level, peptides can recover the structure and function of
organs that underwent accelerated aging. At the second
stage of our research, we found that, at the cellular level,
the peptides stimulate cytoskeleton and karyoskeleton
protein synthesis and, conversely, inhibit abnormal forms
of apoptosis, which occurs via a mitochondria�depen�
dent mechanism. The third stage of the study allowed us
to reveal that the peptides stimulate cell differentiation
and proliferation, which are inhibited during aging.
Finally, it was shown that all observed peptide�mediated
effects were realized in immune cells, which are the most
sensitive to age�related involution. Therefore, our study
revealed the geroprotector effect of the peptides at all lev�
els, beginning from organs and tissues to intracellular sig�
naling molecules.

REFERENCES

1. Kvetnoi, I.M., Kvetnaya, T.V., Raikhlin, N.T., Khei�
fets, V.Kh., Ernandes�Yago, Kh., Polyakova, V.O., Trofi�
mov, A.V., and Blesa, Kh.�R, Mol. Meditsina, 2005, no. 1,
p. 25.

2. Korkushko, O.V., Khavinson, V.Kh., Butenko, G.M.,
and Shatilo, V.B., Peptidnye preparaty timusa i epifiza v
profilaktike uskorennogo stareniya (Peptide Prepara�
tions of the Thymus and the Pineal Gland in the Pre�
vention of Accelerated Aging), St. Petersburg: Nauka,
2002.

3. Pal’tsev, M.A., Kvetnoi, I.M., Polyakova, V.O., Kvet�
naya, T.V., and Trofimov, A.V., Usp. Gerontol., 2009,
vol. 22, no. 1, p. 24.

4. Polyakova, V.O., Kvetnoi, I.M., Khavinson, V.Kh.,
Mar’yanovich, A.T., and Konovalov, S.S., Usp. Geron�
tol., 2001, no. 8, p. 50.

5. Polyakova, V.O., Knyaz’kin, I.V., Trofimov, A.V., and
Kvetnoi, I.M., Al’manakh Gerontol. Geriatr., 2005, no. 4,
p. 230.

6. Polyakova, V.O. and Benberin, V.V., Usp. Gerontol., 2006,
no. 19, p. 28.

7. Polyakova, V.O., Usp. Gerontol, 2007, vol. 20, no. 1,
p. 47.

8. Polyakova, V.O. and Kvetnoi, I.M., Neiroimmunologiya,
2009, vol. 7, no. 1, p. 85.

9. Safarova, G.L., Usp. Gerontol., 2009, vol. 22, no. 1,
p. 49.

10. Trofimov, A.V., Knyaz’kin, I.V., and Kvetnoi, I.M.,
Neiroendokrinnye kletki zheludochno�kishechnogo trakta
v modelyakh prezhdevremennogo stareniya (Neuroen�
docrine Cells of the Gastrointestinal Tract in Models of
Premature Aging), St. Petersburg: DEAN, 2005.

11. Trofimov, A.V., Usp. Gerontol., 2009, vol. 22, no. 3,
p. 401.

12. Trofimova, S.V. and Khavinson, V.Kh., Usp. Gerontol.,
2002, no. 9, p. 79.

13. Khavinson, V.Kh. and Kvetnoi, I.M., Byull. Eksp. Biol.
Med., 2000, vol. 130, no. 12, p. 657.

14. Khavinson, V.Kh., Byull. Eksperim. Biol. Med., 2001,
vol. 132, no. 8, p. 228.

15. Khavinson, V.Kh., Kvetnoi, I.M., Yuzhakov, V.V., Popu�
chiev, V.V., and Konovalov, S.S., Peptidergicheskaya regu�
lyatsiya gomeostaza (Peptidergic Regulation of Homeosta�
sis), St. Petersburg: Nauka, 2003.

16. Khavinson, V.Kh., Anisimov, S.V., Malinin, V.V., and
Anisimov, V.N., Peptidnaya regulyatsiya genoma i stare�
nie (Peptide Regulation of the Genome and Aging),
Moscow: Izd. RAMN, 2005.

17. Khavinson, V.Kh., Peptidnaya regulyatsiya stareniya
(Peptide Regulation of Aging), St. Petersburg: Nauka,
2009.

18. Khavinson, V.Kh. and Anisimov, V.N., Byull. Eksperim.
Biol. Med., 2009, vol. 148, no. 7, p. 108.

19. Khmel’nitskii, O.K., Belyanin, V.L., Grintsevich, I.I.,
Katsers, A.R., Morozov, V.G., and Khavinson, V.Kh.,
Arkh. Patol., 1983, vol. 45, no. 3, p. 18.

20. Shataeva, L.K., Khavinson, V.Kh., and Ryadnova, I.Yu.,
Peptidnaya samoregulyatsiya zhivykh sistem (fakty i gipotezy)
(Peptide Self�Regulation of Living Systems (Facts and
Hypotheses)), St. Petersburg: Nauka, 2003.

21. Anisimov, V.N. and Khavinson, V.Kh., Biogerontology,
2010, vol. 11, p. 139.

22. Khavinson, V.Kh. and Malinin, V.V., Gerontological
Aspects of Genome Peptide Regulation, Basel: Karger
AG, 2005.

23. Korkushko, O.V., Khavinson, V.Kh., Shatilo, V.B., and
Magdich, L.V., Bull. Exp. Biol. Med., 2004, vol. 137,
no. 4, p. 389.

24. Kvetnoy, I.M., Reiter, R.J., and Khavinson, V.Kh.,
Neuroendocrinol. Lett., 2000, vol. 21, p. 173.

25. Kvetnoy, I.M., Smirnova, I.O., and Polyakova, V.O.,
Neuroembriol. Aging, 2007, vol. 6, no. 1, p. 32.

26. Kvetnoy, I.M., Polyakova, V.O., Trofimov, A.V., Yuzha�
kov, V.V., Yarilin, A.A., Kurilets, E.S., Mikhina, L.N.,
Sharova, N.I., and Nikonova, M.F., Neuroendocrinol.
Let., 2003, no. 24, p. 263.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 149
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 149
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 599
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


