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Abstract

Most surgical procedures require using suture materials that are mechanically efficient and accepted by
the patient’s body. These sutures are essentially composed of synthetic polymers. However, once
implanted in patients, they are recognized as foreign bodies and generate chronic inflammation.
Thereafter, the patient’s immune system will degrade, encapsulate, or even expel the materials. Our
innovation, the Cell-Assembled extracellular Matrix (CAM), synthesized from mesenchymal cells, repli-
cates native tissue environments and promotes integration, reducing complications. In a recent study,
we introduced CAM-based biological sutures, demonstrating favorable mechanical properties and vas-
cular surgery compatibility. Controlled culture duration tailors CAM for specific applications. Diverse
CAM-based suture models were ex vivo tested in animal aorta anastomoses, confirming compatibility.
In vivo carotid anastomoses in sheep validated the clinical significance of these innovative sutures. CAM
sutures, derived from immunologically favorable allogeneic fibroblast cells, offer high biocompatibility
and exhibit superior mechanical properties compared to synthetics by reducing permeability and
increasing burst resistance. In vivo testing in sheep underscores clinical applicability, achieving hemosta-
sis and immediate complication prevention. Importantly, CAM-based sutures are compatible with
existing vascular surgery techniques, facilitating adoption by surgeons. In conclusion, our findings
underscore the effectiveness and clinical significance of these innovative biological sutures.
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Introduction

Sutures are among the most widely used medical devices worldwide and have been a fun-
damental component of surgical practice for centuries.! They serve as a crucial tool in
closing and repairing wounds, surgical incisions, and various tissues. With the aging popu-
lation, the number of surgeries will considerably increase, and consequently, the need for
suture materials will rise. In 2021, the global surgical suture market was evaluated at US $4
billion and should reach US $7 billion by 2030 with a compound annual growth rate of
6.2%."

The market encompassed a wide range of suture types that can be made of natural or
synthetic polymers, such as Prolene™ (polypropylene), Vicryl™ (polyglactin), Maxon™
(polyglycolic acid and trimethylene carbonate) or Nylon™ (polyamide). They can be
absorbable or non-absorbable and take the form of monofilament or multifilament materials
with different thread diameters. The intrinsic mechanical properties of the suture material
and its behavior within the biological environment are critical for the successful
outcome of the surgery. The ideal suture material should be strong enough to provide favor-
able handling, display high flexibility and, depending on the application, it should have
resorption capacity.>* However, in all cases, it should be accepted by the patient without
generating foreign body reactions or chronic inflammation. In addition, it should resist
infection and be able to integrate and be remodeled by the patient’s body.

Synthetic polymer-based sutures remain the gold standard for surgeries because of their
mechanical strength. However, these materials are recognized as foreign bodies and generate
inflammatory reactions.” Intense efforts have been realized to maximize the biocompatibility
of these plastic-based suture materials by modifying their composition and/or surface.
However, these new materials (polyvinylidene fluoride, ultrafine polyethylene terephthalate,
or thermoplastic polyurethane) are still recognized as foreign bodies and can generate intra-
filamentous granulomas.® Other plastic-based sutures, such as Maxon™, have shown calci-
fication at the suture material after 12 weeks of implantation in a preclinical pediatric
cardiovascular context.” Nylon™ can also cause a foreign body reaction resulting in uncon-
trolled expelling of the material out of the body’s patient.® Furthermore, these plastic mate-
rials are favorable to bacterial biofilm formation and can consequently be a source of
infection.”'® Surgeons typically consider these limitations when selecting the most appropri-
ate suture material for a particular procedure, considering factors such as the patient’s
medical history, the type of tissue being sutured and the anticipated healing process.

Biological sutures are a category made from natural materials derived from biological
sources. It can be made of purified collagen, catgut, or silk. These sutures are designed to
be biocompatible and biodegradable, offering several advantages in medical and surgical
applications. Catgut sutures are a type of biological sutures made from the submucosal
layer of the small intestines of sheep or goats that have been used in surgery for centuries
and have led the market of biological sutures. However, catgut suture has been banned for
human use in Europe and Japan due to potential transmission risks of bovine spongiform
encephalopathy (mad-cow disease).'' The restriction of catgut sutures in these markets
created an opportunity for alternative biological sutures that do not pose similar risks.
These biological suture alternatives, such as purified collagen, silk, and other biocompat-
ible proteins, have gained acceptance in these markets. These sutures are considered
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safe and biocompatible and have been developed to provide consistent quality, absorption
rates, and tensile strength. The transition away from catgut sutures has led to developing
and adopting alternative biological sutures in Europe, Japan and other regions with
similar regulatory concerns. Furthermore, market dynamics can change, and new materi-
als and products continue to emerge.

The cell-assembled extracellular matrix (CAM): An alternative
material for biological sutures

Suture material research is an active area of medical innovation, and new materials are
continually being explored and developed. Our research group has developed biological
materials synthesized in the laboratory by mesenchymal cells.'>™'* This material, the
so-called Cell-Assembled extracellular Matrix (CAM), is produced in culture flasks as
a strong sheet that can be cut into ribbons. We selected adult dermal fibroblast cells
for CAM production for several reasons. Indeed, they are readily available in the skin,
making them easily accessible for isolation and culture. This abundance simplifies the
process of obtaining the necessary cells for CAM production. In addition, the dermal
fibroblast cells are well-known for their role in producing extracellular matrix (ECM)
components in the body. When cultured in the laboratory, these cells produce and assem-
ble ECM proteins, creating a tissue-like environment. They also tend to be less immuno-
genic than other cell types, and they can be obtained from the patient’s own skin
(autologous source) or donors (allogeneic source), providing flexibility in choosing the
cell source based on individual patient needs. Other mesenchymal cells, such as adipose-
derived stem/stromal cells (ADSCs), bone marrow stem cells (BMSCs), or induced pluri-
potent stem cells (iPSCs), can synthesize an ECM when exposed to favorable conditions
and could be used for CAM production. However, the accessibility of ADSCs and
BMSC:s is more limited than dermal fibroblast cells, and their extraction can result in het-
erogeneous cell populations for culture. Using iPSCs involves a complex and labor-
intensive culture process, and ensuring their long-term stability in storage and culture
remains challenging. Moreover, depending on the sources or individuals, iPSCs may
have varied proliferative and ECM production capacities. Despite these limitations,
each cell source has advantages and can be chosen based on the specific requirements
and goals of CAM production. Overall, the choice of dermal fibroblast cells for CAM
production aligns with the goal of recreating the native tissue environment by allowing
cells to deposit ECM components in a way that closely mimics the structure and compos-
ition of healthy tissue. This can promote the integration of the newly regenerated tissue
with the surrounding host tissue, which can improve functional outcomes and reduce the
risk of complications. The CAM material generated by the patient’s own or donor cells is
less likely to trigger an immune response or tissue rejection. In addition, our approach
eliminates the need for synthetic or exogenous scaffolds in some cases, simplifying the
tissue engineering process. This can reduce the risk of foreign body reactions and com-
plications associated with synthetic materials. The CAM material can be applied to a wide
range of applications, and it is not limited to a specific tissue or organ system, making it
versatile for various regenerative medicine applications.
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Figure 1. Biological suture made of CAM.

In a recent study, we introduced the first biological suture made of an allogeneic CAM
material (Figure 1) that exhibits favorable mechanical properties and compatibility with
vascular surgery.'” Indeed, we demonstrated that we can adapt the CAM material prop-
erties (strength, hydroxyproline content and thickness) by controlling the time of culture.
This allowed us to produce material with properties adapted to the application. Then, we
designed and tested different models of biological sutures made of CAM by crimping
eyeless surgical needles with CAM-based ribbons. Briefly, the first step of the
CAM-based biological suture production process consists of cutting the CAM sheet fol-
lowing a double-spiral pattern to obtain two long ribbons (Figure 2). We selected a
double spiral pattern to create the longest ribbons with the smoothest curves, minimizing
the risk of stress concentration points. Then, hydrated ribbons are twisted and dried to
obtain a thin thread that can be easily inserted within the hole of a surgical needle.
Finally, the ribbon is crimped within the needle using a standard pneumatic attaching
machine, which is used to produce commercialized sutures (Figure 2). We mechanically
characterized these models by realizing ex vivo anastomoses of animal aortas, and we
finally performed in vivo carotid anastomoses in sheep to demonstrate that our biological
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Figure 2. Schematic of the production process of the CAM-based biological suture.

Step 3: Insertion of the twisted ribbon
within the hole of surgical needle

Crimped area

sutures are compatible with standard vascular surgery techniques. Our findings empha-
size the clinical relevance of these innovative biological sutures. The fact that they are
compatible with regular surgical procedures and that there were no observed complica-
tions during anastomosis, such as thrombus formation or blood leakage, is significant.
These findings imply the potential for a new and more biocompatible suture material
that could improve outcomes in cardiovascular surgical procedures, but not exclusively.

Clinical relevance of the CAM-based biological suture

Based on our first results, the clinical relevance of a biological suture made of CAM is
potentially significant and promising. Indeed, CAM-based biological sutures are
derived from natural ECM produced by poorly immunogenic and allogeneic devitalized
fibroblast cells, making them highly biocompatible. This reduces the risk of adverse
tissue reactions, inflammation, and foreign body responses associated with synthetic
sutures. Biocompatibility is a crucial factor in surgical materials, as it can contribute to
better healing and patient outcomes. In addition, CAM-based sutures displayed favorable
mechanical properties, including lower permeability and higher burst resistance com-
pared to standard synthetic sutures like Prolene™. These mechanical characteristics
are important for the reliability and durability of the sutures in surgical procedures.
The fact that in vivo testing was conducted in sheep for carotid anastomoses is note-
worthy. No thrombus formation or blood leakage was observed within the first
10 minutes after closing the anastomosis. This suggests that the CAM-based sutures were
effective in achieving hemostasis and preventing immediate complications. These successful
outcomes in live large animal models offer the potential clinical applicability of these sutures
in humans. Furthermore, these biological sutures are compatible with standard vascular
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surgery techniques. This is crucial because it means that surgeons can adopt these sutures
without requiring major procedural changes or adaptations. However, it is important to
note that further research and clinical trials are needed to confirm the safety and efficacy
of this new medical device before it can be widely adopted in clinical practice.

Finally, CAM-based biological sutures can offer improved biocompatibility, mechan-
ical strength, and reduced complications compared to existing synthetic options, and they
could address a clinical need and potentially enhance patient outcomes in cardiovascular
surgery, but not exclusively. The CAM-based biological sutures offer several advantages
but also have limitations and potential shortcomings. Indeed, producing these biological
sutures can be a complex process, particularly when using patient-specific adult or stem
cells. This complexity may increase production costs and timelines. Furthermore, ensur-
ing the consistency and quality of CAM-based biological sutures, especially when CAM
is derived from different cell sources, can be challenging. In addition, these sutures may
need to undergo regulatory approval processes, which can be time-consuming and costly,
before they can be used in clinical practice. The cost of production is higher compared to
conventional synthetic sutures. This could also be a limiting factor for their widespread
adoption. In summary, while CAM offers some advantages for regenerative medicine
applications, including potential use in the production of biological sutures, further
research and development are necessary to explore the feasibility of CAM-based
sutures and to optimize their characteristics to meet the specific requirements of surgical
sutures. Collaborations between researchers and industrials in the fields of tissue engin-
eering, regenerative medicine, and surgical materials would be essential in pushing this
innovative product through the market.

Acknowledgements

The author thanks his mentor, Dr. Nicolas L’Heureux, and his clinician collaborator, Dr. Frangois
Roubertie, for participating in developing this innovative biological suture. The author wants to
specifically acknowledge Paul Borchiellini and Adeline Rames for their intensive work in the
development and characterization of the CAM-based biological sutures.

Declaration of conflicting interests

The author declared no potential conflicts of interest with respect to the research, authorship, and/or
publication of this article.

Funding

The author(s) disclosed receipt of the following financial support for the research, authorship, and/or
publication of this article: The author received financial supports from the French “Agence Nationale
de la Recherche (ANR)” (Grant Number: ANR-21-CE17-0001-01), the French Federation of
Cardiology (FFC), and the “Fondation pour la Recherche Médicale (FRM)” (Grant Number:
SPF202004011810) for the development of the CAM-based biological sutures presented in this com-
mentary. However, he did not received financial support for the publication of this article.

ORCID iD
Fabien Kawecki https:/orcid.org/0000-0002-1409-623X


https://orcid.org/0000-0002-1409-623X
https://orcid.org/0000-0002-1409-623X

Kawecki 7

References

1.

12.

13.

15.

Dennis C, Sethu S, Nayak S, et al. Suture materials — current and emerging trends. J Biomed
Mater Res A 2016; 104: 1544-1559.

Strategic Market Research. Surgical sutures market by type (automated suturing devices and
sutures), material (Hospitals, Ambulatory Surgical Centers (ASCs), Clinics & Physician
Offices), Application (Cardiovascular Surgeries, General Surgeries, Gynecological Surgeries,
Orthopedic. Published 2022. Accessed March 8, 2023. https:/www.strategicmarketresearch.
com/market-report/surgical-sutures-market.

Hochberg J, Meyer KM and Marion MD. Suture choice and other methods of skin closure.
Surg Clin North Am 2009; 89: 627-641.

Debus ES, Geiger D, Sailer M, et al. Physical, biological and handling characteristics of sur-
gical suture material: a comparison of four different multifilament absorbable sutures. Eur Surg
Res 1997, 29: 52-61.

Lock AM, Gao R, Naot D, et al. Induction of immune gene expression and inflammatory medi-
ator release by commonly used surgical suture materials: An experimental in vitro study.
Patient Saf Surg 2017; 11: 1-8.

Eickhoff RM, Bolle T, Kossel K, et al. Improved biocompatibility of profiled sutures through
lower macrophages adhesion. J Biomed Mater Res B Appl Biomater 2019; 107: 1772-1778.
Reimer J, Syedain Z, Haynie B, et al. Implantation of a tissue-engineered tubular heart valve in
growing lambs. Ann Biomed Eng 2017; 45: 439-451.

Ryu KJ, Ahn KH and Hong SC. Spontaneous complete migration of suture material after sub-
cuticular continuous suture in cesarean section: A case report. BMC Surg 2014; 14: —6.
Mahesh L, Kumar VR, Jain A, et al. Bacterial adherence around sutures of different material at
grafted site: A microbiological analysis. Materials (Basel) 2019; 12: -8.

Masini BD, Stinner DJ, Waterman SM, et al. Bacterial adherence to suture materials. J Surg
Educ 2011; 68: 101-104.

. Langley-Hobbs SJ. Sutures and general surgical implants. In: Langley-Hobbs SJ, Demetriou

JL and Ladlow JF (eds) Feline soft tissue and general surgery. Amsterdam, The
Netherlands: Elsevier, 2014, pp.105-116. doi:10.1016/B978-0-7020-4336-9.00010-X.
Magnan L, Labrunie G, Fénelon M, et al. Human textiles: a cell-synthesized yarn as a truly
“bio” material for tissue engineering applications. Acta Biomater 2020; 105: 111-120.
Torres Y, Gluais M, Da Silva N, et al. Cell-assembled extracellular matrix (CAM) sheet pro-
duction: translation from using human to large animal cells. J Tissue Eng 2021; 12:
204173142097832.

Kawecki F, Gluais M, Claverol S, et al. Inter-Donor variability of extracellular matrix produc-
tion in long-term cultures of human fibroblasts. Biomater Sci 2022; 10: 3935-3950.
Borchiellini P, Rames A, Roubertie F, et al. Development and characterization of biological
sutures made of cell-assembled extracellular matrix. Biofabrication 2023; 15: 45018.

Author biography

Fabien Kawecki is a young investigator at the laboratory for the Bioengineering of Tissue (BioTis,
INSERM, U1026) of the University of Bordeaux, France. His researches focuse on using Cell-
Assembled extracellular Matrix (CAM) material in pediatric cardiovascular applications to
improve patient treatments. His expertise encompasses tissue engineering of various connective
tissues, including vessels, cardiac valves, bone, and skin.


https://www.strategicmarketresearch.com/market-report/surgical-sutures-market
https://www.strategicmarketresearch.com/market-report/surgical-sutures-market
https://www.strategicmarketresearch.com/market-report/surgical-sutures-market
https://doi.org/10.1016/B978-0-7020-4336-9.00010-X
https://doi.org/10.1016/B978-0-7020-4336-9.00010-X
https://doi.org/10.1016/B978-0-7020-4336-9.00010-X
https://doi.org/10.1016/B978-0-7020-4336-9.00010-X
https://doi.org/10.1016/B978-0-7020-4336-9.00010-X
https://doi.org/10.1016/B978-0-7020-4336-9.00010-X

	 Introduction
	 The cell-assembled extracellular matrix (CAM): An alternative material for biological sutures
	 Clinical relevance of the CAM-based biological suture
	 Acknowledgements
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /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 /Average
  /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 /Average
  /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 /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. 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 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 false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /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


