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REVIEW

Breast milk: a source of stem cells and
protective cells for the infant

Microchimerism, the result of homing of foreign cells into our tissues, can occur during
pregnancy and lactation. Although this natural transfer of viable cells including stem cells and
immune protective cells from the mother to the infant and vice versa is likely to have a
functional significance, this is yet unknown. New studies provide conclusive evidence of this
phenomenon during the breastfeeding period. This review will summarise the current
knowledge on breast milk cells and will present the potential significance and applications of
these cells in the fields of lactation and medicine.
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1. Breast milk contains nutritional
components and also immuno-
protective and developmental factors,
including immune cells and stem cells.

2. Breast milk immune cells constitute a
low proportion of cells in mature
human milk, but they rapidly respond
to infections of the mother or the
infant.

. Breast milk stem cells have
multilineage potential and survive in
the offspring, integrating and
differentiating into functional cells in
different neonatal tissues.

4. Breast milk cells can be used as a non-
invasive and easy to access tool to
assess the health status and functional
performance of the lactating breast.
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“N mother’s love is enduring”' During

fetal life and also in the first weeks to
months after birth, the offspring depend
entirely on the provision of nutrients by
the mother via the placenta and breast
milk, respectively.” In addition to
nutritional material, the mother is also a
source of cellular material to the fetus and
the newborn infant. In fact, this occurs
both ways during pregnancy, with a bi-
directional exchange of cells, including
stem cells. This is well documented to be
facilitated via the placenta and to result in
microchimeric offspring and mothers,
whereby the fetus houses maternal stem
cells and the mother receives embryonic
stem cells.””

Remarkably, the stem cells exchanged
during pregnancy are thought to remain in
the chimeras for life,' yet the evolutionary
significance of this phenomenon is still
unknown. Even less studied is the
postpartum transfer of cells from the
mother to the infant via breast milk.
Indeed, groundbreaking studies have
recently revealed that the maternal transfer
of viable stem cells as well as immune
protective cells to the offspring continues
after birth during breastfeeding.”” What
could be the fate of these cells?

In recent years, it has become obvious
that breast milk is much more than
nutrition, containing a plethora of
bioactive molecules and maternal cells that
are involved in various pathways of
protection as well as infant development.
Importantly, increasing evidence is
demonstrating that these breast milk
functions are species- and dyad-specific.**

Breast milk is not sterile, being a rich
source of bacteria that colonise the infant’s
gastrointestinal (GI) tract and promote its
normal development.’ Further to the
prokaryotic cells, breast milk contains
eukaryotic cells.* These include both
protective immune cells and a hierarchy of
epithelial cells ranging from early-stage
stem cells and their progeny, including
progenitor cells and differentiated
lactocytes and myoepithelial cells.* Breast
milk immune cells have been studied
mostly in animal models, where they were
shown to survive the infant gut and be
transported to different tissues providing
immunological support.'®"

More recently, mouse studies have
revealed the survival and transfer of a
population of breast milk stem cells in the
neonate’s GI tract, and passage to the
systemic circulation from where they are
transferred to different organs, integrating
and differentiating into functional cells.”

Milk: a cellular fluid

It has been over 170 years since the first
observation of cells in milk,"" yet it is only
in the last decade that the rapid
development of technologies for cellular
and molecular analyses have enabled
identification of numerous cell types with
various functionalities in human milk.
Although the initial research interest in
cells from mammary secretions was
targeted at accessing cells from the
cancerous gland,"""” more recently the
focus has been on the normal lactating
gland, its differences to the resting gland
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(FIGURE 1) and the breast milk cell transfer

to the breastfed infant.*

A great inter- and intra-individual
variation in breast milk cellular content
exists, ranging from ~10,000 to 13,500,000
cells/mL of milk.* Numerous factors are
known to influence this including:

1. the fullness of the breast, where emptier
breasts contain milk with more cells than
fuller breasts, similar to the changes in
milk fat'®

2. the stage of lactation; colostrum contains
a higher number of cells than mature
human milk”

3. the health status of the mother-infant
dyad where, during infection of either
the mother or the infant, breast milk
contains significantly more immune
cells, although the total cell content does
not notably change'”"

4. the permeability of the basement
membrane, and the development of the
breast epithelium*

5. the methodological inconsistency
between studies, which may account for
a proportion of the variability in the
literature, emphasising the need for
standardisation of breast milk collection
and optimisation of analytical assays.
What is consistent among studies and

between women is the presence of two

main cell categories in breast milk:
epithelial cells and immune cells (leuko-
cytes) (FIGURE 2).° The relative proportions
of these cells, their related cell subsets, and
factors influencing them appear to be not
only species-specific, but also characteristic
of the mother-infant dyad.

Protective cells in human milk

During embryonic life, the mother
provides the developing fetus with
immune factors that protect the fetus from
infection and contribute to the
development of its intestinal mucosa, gut
microflora and own defences."*"*" This
process continues postnatally via
breastfeeding, a crucial period that has
been repeatedly shown to confer lower risk
of disease in the long-term and significant
reductions in infant and child mortality,
both in developed and developing
countries.””” In addition to bioactive
molecules with immunocompetence such
as immunoglobulins (secretory IgA, 1gG,
IgM), lactoferrin, lysozyme,
oligosaccharides, cytokines and others,
breast milk delivers daily thousands to
billions of viable active cells (including
immune cells) to the infant.*'”* This is

Resting breast

Lactating breast

FIGURE 1 Anatomy of the human adult mammary gland (A) in its resting state (in non-
pregnant, non-lactating women) and (B) its lactating state. Medela AG, 2012. Used with
permission. Reproduced from Hassiotou and Hartmann.®

especially important as the infant’s own
immune system is immature at birth** and
is thus susceptible to various infections.
This is also consistent with the greater
immune cell presence in colostrum in the
first few days after birth, compared to
mature human milk.*"”"* At the same time,
the mother passes onto her infant
components of her innate immunity
developed during her life, boosting the
infant’s start to life.*

Immune cells have been studied more
extensively than any other cell type in
breast milk, due mainly to their
immunoprotective properties, but also due
to the focus on bovine milk, which
contains large quantities of immune
cells.** Milk immune cells include the
main immune cell types typically found in
blood: monocytes, macrophages,
granulocytes, T and B lymphocytes.*”'s 22
However, their migration and temporary
homing inside the mammary gland is
thought to result in programming of novel
mammary-specific traits, which may be
related to and aimed at their upcoming
passage into the breast milk and the
young.” In both colostrum and mature
human milk, the main immune cell type
appears to be the monocyte/macrophage,
with T and B lymphocytes constituting a
low proportion (up to 10%), although this
can change during periods of infection.*'®
Currently there is no evidence to suggest a
difference in the types or proportions of
immune cells between term and preterm
human milk,” but this is an area that
merits further investigation.

The majority of breast milk immune
cells are activated, suggesting that they
provide active immunity to the infant as
illustrated by animal studies.*"”"* Milk

FIGURE 2 Cells isolated from freshly
expressed breast milk and stained using
trypan blue for cellular viability (photo by
AJ. Twigger).

immune cells have been shown to be able
to ‘diapedese’ or squeeze between
mammary epithelial cells and enter the
alveolar lumen.* Furthermore, they have
been found in the bloodstream and organs
of the young such as the mesenteric nodes,
the liver and spleen, where they are
thought to provide immunological support
to the developing infant.""” More recent
evidence in a mouse model has identified
milk-derived immune cells in the thymus,
liver, kidneys and spleen of the nursing
young.” These findings taken together
provide strong evidence of survival of a
proportion of milk immune cells in the GI
tract of the breastfed offspring, and
subsequent migration into the blood
circulation and different organs, where
they are likely to actively participate in the
immunological maturation and immune
defence of the offspring against pathogens.
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Not only do milk immune cells have
functions in the infant, but they also
provide a reliable and species-specific tool
that accurately reflects the health status of
the mammary gland, and participates in its
protection from pathogens during
lactation.*" For example, during mastitis a
significant increase in milk immune cell
count has been reported both in women
(up to 95% of total milk cells) and in the
dairy cow. These immune cells are
specifically recruited to the infected gland
to fight infection, and this is accurately
reflected into the milk expressed from the
gland. Upon recovery, milk immune cell
count returns to the low baseline level
(<2.5% of total cells) that is representative
of mature human milk, and thus of
women’s lactating breasts.”” In the dairy
cow, somatic cell count also decreases after
recovery from mastitis,” and is therefore a
good test to assess the health status of the
cow’s udder.

In contrast, the somatic cell count (ie
total cell count) is a poor representative of
the health status of the lactating human
breast, as evidence has shown that total
cells do not necessarily increase during
infection of the mother.” Therefore, the
measurement of immune cell count is the
best test known to date that provides an
assessment of the health status of the
lactating breast in women." It is a simple
and rapid tool that can detect a mammary,
systemic or other local infection even
before symptoms are manifested in either
the mother or the infant.”'** The author
and colleagues have previously
hypothesised that this breast maternal
response to the infant’s infection may be
mediated by the mechanics of milk flow
during breastfeeding,*” and it is an
example of the multifunctional interaction
between the mother and the infant that is
facilitated by breastfeeding.

The epithelial cellular hierarchy and
stem cells of human milk

Although in the early years of milk cell
research, microscopically-based morpho-
logical assessments were primarily
employed to identify and quantify the cells
in breast milk, in more recent years these
have been replaced by immunostaining
methods that involve single cell analysis by
flow cytometry. These methods are much
more accurate and specific to the cell type
of interest, and have resulted in a shift in
the previously believed dogma that the
dominant cell type in mature human milk

is the immune cell. In contrast to the milk
of other mammalian species such as the
cow, after the first ~1-2 weeks postpartum
human milk is dominated by mammary
epithelial cells that comprise >97.5% of
total breast milk cells, except for periods of
infection of either the mother or the
infant'4,l7,18,32

Epithelial cells in human milk comprise
ductal and alveolar cells, both of luminal
and myoepithelial origin, that are either
passively shed via exfoliation or actively
migrate into breast milk.* The majority of
these cells are viable and can be isolated
from breast milk and cultured. Findings
from different studies have supported the
existence of an epithelial cellular hierarchy
in breast milk, including early-stage stem
cells, progenitor cells that are in the process
of differentiation, and more mature
mammary epithelial cells such as lactocytes
with milk-secretory capabilities and
myoepithelial cells.® Breast milk stem cells
possess unique properties, and they closely
resemble human embryonic stem cells and
other known types of pluripotent stem
cells.” They express pluripotency genes and
can replicate and differentiate into multiple
lineages. Breast milk stem cells typically
create spherical structures in vitro that
originate from a single breast milk stem
cell and can expand clonally to create small
organoids in the culture dish (FIGURE 3).
These are visible with the naked eye and
consist of primary, secondary and tertiary
structures ending in alveoli-looking
spheres, capable of synthesising and
secreting milk components in vitro.**
Moreover, breast milk stem cells have been
shown to differentiate into cells outside the
mammary lineage, including neurons and
glia, hepatocytes that synthesise albumin
and other liver-specific factors, pancreatic
beta-like cells that synthesise insulin,
osteoblasts, chondrocytes, adipocytes and
cardiomyocytes.**” Immunohistochemical
analyses in both resting and lactating
mammary tissues have demonstrated that
breast milk stem cells originate at least in
part from the mammary epithelium, where
they are present in very low numbers in the
resting gland,™ but are activated,
potentially via hormonal stimuli, during
pregnancy and lactation and replicate to
facilitate the remodelling of the mammary
gland into a milk-secretory organ.*

These unique properties of breast milk
stem cells are also present in embryonic
stem cells, which are programmed to
undergo multilineage differentiation in

REVIEW

FIGURE 3 Spheroids and small organoids
formed from the in vitro propagation of
breast milk stem cells.

order to create the developing organism.
Very little is known about somatic stem
cells that postnatally display similar
properties. In addition to breast milk, such
cells have been detected in small numbers
in the bone marrow and in some
reproductive organs, however, their
properties and role(s) are still poorly
understood.*** All of these normal
somatic stem cells are incapable of forming
tumours in the teratoma assay, similar to
breast milk stem cells. In contrast,
embryonic stem cells and induced
pluripotent stem cells respond positively in
the teratoma assay.**** Although this
property most likely results from postnatal
epigenetic modifications aimed at
preserving the cellular integrity of tissues
and organs,** it has inadvertently
questioned the pluripotent nature of these
somatic stem cells. Nevertheless, it has
been suggested that the teratoma assay is
not appropriate to detect pluripotency in
normal non-tumorigenic cells, with the
best alternative assay being the in vivo
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cellular integration in normal tissues.*

With the aim of illustrating this, a mouse
model has been employed recently to
investigate the fate of breast milk stem cells
in the neonate. Remarkably, although some
cellular fragments were present in the
stomach of the suckling pups, viable stem
and immune cells derived from breast milk
survived the GI tract of the young and
were found in the bloodstream and in
different organs such as the thymus, liver,
pancreas, spleen, kidneys and brain.” There,
evidence of cell integration and tissue-
specific differentiation was found,
suggesting that breast milk stem cells
participate in the development and
function of the neonate’s organs early in
life.” Furthermore, breast milk cells were
found in the blood of the suckling pups
after weaning, demonstrating that they are
maintained through to adulthood. This
study provided the first evidence of breast
milk stem cell integration and multilineage
differentiation in vivo, which further
supported the previously discussed
pluripotent nature of these cells. It has also
paved the way for further investigations of
the functional significance of these cells for
the infant and of factors that may influence
the numbers and/or properties of these
cells in breast milk.

The cellular content of human milk is
known to vary widely both between and
among lactating women.** A recent study
examined maternal as well as infant
characteristics that may explain this
variation.” Interesting associations were
found with maternal body mass index
(BMI), the gestational age of the infant at
birth, the stage of lactation, and infant sex.
As it has been shown that the cells in
mature human milk under healthy
conditions directly represent the lactating
epithelium,> any breast milk cell changes
might be indicative of lactation
status/performance. Indeed, it was found
that women with high BMI (in the obese
range) had significantly fewer lactocytes,
providing a potential molecular
explanation of and intervention trait for
the management of the low milk supply
that is typical of obese mothers.” These
hypotheses must be confirmed in more
directed studies in the future. Term milk
was shown to contain more lactocytes than
preterm milk, also leading to the
speculation that the breasts of mothers
with premature infants in some cases may
have not reached the level of maturity
required for copious milk synthesis.”

Interestingly, gene expression differences
were found between the milk of women
with boys versus girls,” which are
consistent with previous reports on animal
milk supporting a fetus-driven differential
remodelling of the mammary gland.” The
study also reported on cellular changes the
breast undergoes during the course of
lactation and how they may relate to the
reduced risk of breast cancer” as well as to
the development of a lactation memory
that facilitates the remodelling of the gland
at the next pregnancy.””

The future of breast milk cell
research

The presence of viable multifunctional
stem cells in human milk, which survive in
the breastfed infant and naturally integrate
into its tissues to potentially confer
developmental signalling, has sparked
enormous interest in the possibility of
banking these stem cells for later
therapeutic applications. Currently, this
research is in its infancy. Perhaps the first
step of using breast milk stem cells
medically would be to increase their
consumption in the fragile immature
preterm infant. While most neonatal
intensive care units (NICUs) recognise that
mother’s own milk is ideal for the infant,
due to organisational constraints the milk
is often fed to the infants after being frozen
or pasteurised, in the case of donor milk.
Since milk cells remain viable for a few
hours after expression of the milk and they
do not typically survive after freezing or
pasteurisation, any potential benefits are
largely withheld from preterm infants in
the NICU. Animal studies have
demonstrated necrotising enterocolitis
(NEC)-protective functions of various
types of stem cells provided to the neonate,
with the greatest survival observed in the
breastfed group,” suggesting that this
protection could be mediated by milk stem
cells and potentially other milk
components. In addition to the preterm
infant, breast milk stem cells may be used
medically in infants with genetic diseases
or other life-threatening conditions as a
natural stem cell therapy. Indeed, there is a
unique tolerance between the mother and
her infant, which begins in utero and is
enhanced postnatally during the
breastfeeding period. This tolerance
supports the potential use of breast milk
cells as a natural therapy for neonates, but
perhaps also for adults.* Breast milk cells
not only have potential benefits for the

infant and may be used medically, but they
also provide a non-invasive and easily
accessible tool to assess the health and
performance of the mother’s breasts.
Assaying the milk immune cell subsets is
an easy tool to monitor the progress of
breast infections during treatment, and
could be particularly useful in managing
and treating mastitis to facilitate timely
recovery and continuation of
breastfeeding. At the same time, breast
milk epithelial cells represent the lactating
mammary epithelium, and thus its
function, providing a tool to assess
lactation performance and aiding the
management of low milk supply.

Acknowledgements

FK was funded by an unrestricted grant
from Medela AG (Switzerland). The author
would like to acknowledge the mothers
who participated in these studies as well

as Donna Geddes for critically reviewing
the manuscript.

References

1. Barinaga M. Cells exchanged during pregnancy live
on. Science 2002;296:2169-72.

2. Hassiotou F., Geddes D. Anatomy of the human
mammary gland: current status of knowledge. Clin
Anat 2013;26:29-48.

3. Dutta P, Burlingham W.J. Stem cell microchimerism
and tolerance to non-inherited maternal antigens.
Chimerism 2010;1:2-10.

4. Hassiotou F., Geddes D.T., Hartmann P.E. Cells in
human milk: state of the science./ Hum Lact
2013;29:171-82.

5. Hassiotou F. et al. Breastmilk is a novel source of
stem cells with multilineage differentiation
potential. Stem Cells 2012;30:2164-74.

6. Hassiotou F., Hartmann P.E. At the dawn of a new
discovery: the potential of breastmilk stem cells. Adv
Nutr 2014;5:770-78.

7. Hassiotou F. et al. Breastmilk stem cell transfer from
mother to neonatal organs. In: Experimental Biology.
2014: San Diego, USA.

8. Hinde K., German J.B. Food in an evolutionary
context: insights from mother’s milk. J Sci Food Agric
2012;92:2219-23.

9. Bode L. et al. It’s alive: microbes and cells in human
milk and their potential benefits to mother and
infant. Adv Nutr 2014;5:571-73.

10.Jain L. et al. In vivo distribution of human milk
leucocytes after ingestion by newborn baboons.
Arch Dis Child 1989;64:930-33.

11.Zhou L. et al. Two independent pathways of
maternal cell transmission to offspring: through
placenta during pregnancy and by breast-feeding
after birth. Immunology 2000;101:570-80.

12.Donné A. Du lait et en particulier de celui de
nourrices, considéré sous le rapport de ses bonnes
et de ses mavaises qualités nitritives et de ses
altérations. Paris, Rue de Condé 1837:15; Les Libraires
de Médecine, Chevalier, Palais Royal, no 163.

13.Henle J. Allgem. Anatomie, ed. Sv.B.d.M. Korpers.
1841, Germany: 2 Aufl. L. Voss. Leipzig.

190

VOLUME 11 ISSUE 6 2015 infant



14.Holmquist D.G., Papanicolaou G.N. The exfoliative
cytology of the mammary gland during
pregnancy and lactation. Ann N Y Acad Sci 1956;
63:1422-35.

15. Papanicolaou G.N. et al. Cytologic evaluation of
breast secretions. Ann N Y Acad Sci 1956;63:1409-21.

16.Hassiotou F. et al. Breastmilk cell and fat contents
respond similarly to removal of breastmilk by the
infant. PLoS One 2013;8:e78232.

17.Hassiotou F. et al. Maternal and infant infections
stimulate a rapid leukocyte response in breastmilk.
Clin Transl Immunology 2013;2:e3.

18. Hassiotou F., Geddes D. Immune cell-mediated
protection of the mammary gland and the infant
during breastfeeding. Adv Nutr 2015;6:267-75.

19.Riskin A. et al. Changes in immunomodulatory
constituents of human milk in response to active
infection in the nursing infant. Pediatr Res 2012;
71:220-25.

20.Slade H.B., Schwartz S.A. Mucosal immunity: the
immunology of breast milk. J Allergy Clin Immunol
1987;80:348-58.

21. Walker W.A. The dynamic effects of breastfeeding
on intestinal development and host defense. Adv
Exp Med Biol 2004;554:155-70.

22.Hanson L.A. Breastfeeding stimulates the infant
immune system. Sci Med 1997;4:12-21.

23. Maternal and Child Nutrition Study Group.
Maternal and child nutrition: building momentum

for impact. Lancet 2013;382:372-75.

24. Chirico G. et al. Antiinfective properties of human
milk.J Nutr 2008;138:18015-065.

25.Smith CW., Goldman A.S. The cells of human
colostrum. I In vitro studies of morphology and
functions. Pediatr Res 1968;2:103-09.

26.Goldman A.S. et al. Immunologic factors in human
milk during the first year of lactation. J Pediatr 1982;
100:563-67.

27.Wirt D.P. et al. Activated and memory T
lymphocytes in human milk. Gytometry 1992;13:
282-90.

28.Trend S. et al. Leukocyte populations in human
preterm and term breast milk identified by
multicolour flow cytometry. PLoS One
2015;10:e0135580.

29.Schnorr K.L., Pearson L.D. Intestinal absorption of
maternal leucocytes by newborn lambs. J Reprod
Immunol 1984;6:329-37.

30.Sargeant J.M. et al. Sensitivity and specificity of
somatic cell count and California mastitis test for
identifying intramammary infection in early
lactation. J Dairy Sci 2001;84:2018-24.

31.Bryan D.L. et al. Immunomodulatory constituents of
human milk change in response to infant
bronchiolitis. Pediatr Allergy Immunol 2007;18:
495-502.

32.Boutinaud M., Jammes H. Potential uses of milk
epithelial cells: a review. Reprod Nutr Dev

REVIEW

2002;42:133-47.

33.Twigger A.J. et al. From breast milk to brains: the
potential of stem cells in human milk. J Hum Lact
2013;29:136-39.

34.Roy S. et al. Rare somatic cells from human breast
tissue exhibit extensive lineage plasticity. Proc Nat/
Acad Sci USA 2013;110:4598-603.

35.Kuroda Y. et al. Unique multipotent cells in adult
human mesenchymal cell populations. Proc Nat!
Acad Sci USA 2010;107:8639-43.

36. Ratajczak M.Z. et al. The role of pluripotent
embryonic-like stem cells residing in adult tissues in
regeneration and longevity. Differentiation 2011;
81:153-61.

37.Twigger A.. et al. Gene expression in breastmilk
cells is associated with maternal and infant
characteristics. Scientific Reports 2015;5(12933).

38.Hinde K. Richer milk for sons but more milk for
daughters: sex-biased investment during lactation
varies with maternal life history in rhesus
macaques. Am J Hum Biol 2009;21:512-19.

39.Wagner K.U. et al. An adjunct mammary epithelial
cell population in parous females: its role in
functional adaptation and tissue renewal.
Development 2002;129:1377-86.

40.Zani A. et al. Amniotic fluid stem cells improve
survival and enhance repair of damaged intestine in
necrotising enterocolitis via a COX-2 dependent
mechanism. Gut 2014;63:300-09.

in their field.

Avoid the scrum
- get your own
copy of Infant

Keep up to date with Infant
for just £35

Infant is the essential journal for neonatal i
and paediatric healthcare professionals,
containing authoritative articles with a

clinical or practical bias written by experts

Subscribe online at www.infantgrapevine.co.uk
or email subscriptions@infantgrapevine.co.uk
or call Tricia on 01279 714511

to subscribers.

7

Printed and online subscriptions for the coming year give instant access to all issues to date,
including the full text of over 70 articles published in the past two years, available exclusively

infant

infant VOLUME 11 ISSUE 6 2015

191





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /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 false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /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 <<
    /ENU ([Based on '[High Quality Print]'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /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 true
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        8.503940
        8.503940
        8.503940
        8.503940
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


