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Abstract

Background: Decorticated bone is a significant source of blood loss in scoliosis surgery. Current hemostatic methods include packed
gauze (GS), physical barriers such as bone wax, and xenograft collagen-based materials. We assessed the safety and efficacy of a novel
fibrin dressing (dextran-thrombin-fibrinogen [DTF]) compared to GS. This dressing comprises lyophilized thrombin and fibrinogen
embedded in an elastic electrospun nanofiber dextran matrix.
Purpose: The study tests the hypothesis that DTF is more efficacious than GS in control of bleeding from cancellous bone.
Study Design: A preclinical Good Laboratory Practices (GLP) study.
Methods: We enrolled 10 goats that were followed for 28 � 1 days. Each animal was randomly assigned to the test or control group. Both
test and control animals had 4 cancellous bone injuries. Test animal injuries were treated with DTF, whereas standard GS was used to
control bleeding in the control animals. Bleeding at the bone injury site was characterized as either none, oozing, flowing, or pulsatile and
was assessed at 4 and 8 minutes after dressing application. Goats were survived 28 � 1 days and then necropsied.
Results: Application of the fibrin dressing to bleeding cancellous bone, both posterior spinal lamina, and iliac crest graft sites, resulted in
control of bleeding within 4 minutes at all injury sites. Eighty percent of control injury sites continued to bleed after 8 minutes and required
application of bone wax to control bleeding. There were no differences in prothrombin time, partial thromboplastin time, or fibrinogen
levels between test and control animals at 1 or 28 days. We observed no adverse histologic reactions at 28 days.
Conclusion: The fibrin dressing is an efficacious and safe method of controlling blood loss from cancellous bone in a spine surgery model.
� 2017 Scoliosis Research Society. All rights reserved.
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Introduction

Spine deformity surgery generally involves decortication
and exposure of large surfaces of cancellous bone that can
lead to significant blood loss. Various strategies have been
developed to minimize blood loss and associated morbid-
ities including hypotensive anesthesia [1], injection of
epinephrine into the soft tissues, and preoperative

administration of tranexamic acid [2]. Blood loss from bone
can be reduced by direct physical application of topical
hemostatic agents (eg, Gelfoam and FloSeal) [3-5], bone
wax, and gauze.

Currently available topical hemostatic agents are not
ideal for use in bleeding cancellous bone, and package
inserts specifically require their removal prior to wound
closure. Porcine or bovine collagen/gelatin products,
whether in sheets or in a slurry form with thrombin,
interfere with bone healing. Allografts can elicit an in-
flammatory response. Although the material can tempo-
rarily control bleeding, it cannot be left in the fusion bed for
continued hemostasis. Further, the large bleeding surface
areas exposed in deformity surgery make use of agents such
as FloSeal impractical because of cost. Bone wax, while
effective, also can interfere with bone healing or successful
arthrodesis. Bone wax can be removed from the surface, but
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not from cancellous spaces without further resection
of bone.

Gauze sponges, packed into areas of bleeding cancellous
bone temporarily tamponade the bleeding, but must be
removed prior to wound closure. Sponge packing is the
most common strategy used to control hemostasis during
spine surgery, but it does not allow for continued hemo-
stasis after surgery.

Fibrin sealants are another strategy to control blood loss
and are available either in a frozen liquid form or as
lyophilized proteins combined with a backing dressing
generally derived from mammalian collagen. Liquid fibrin
does not reduce blood loss from decorticated transverse
processes during spine fusion surgery [6]. Collagen-backed
fibrin sealants have not been tested on bleeding bone and
may impede healing [7].

A novel fibrin dressing that stops arterial bleeding [8-10]
also may be useful in control of hemorrhage from other
tissues, including bone. This dressing comprises lyophi-
lized thrombin and fibrinogen embedded in a fully
absorbable matrix of electrospun dextran nanofibers. Pro-
totype dressings used salmon proteins, whereas the current
dressing uses human proteins. The solid physical state of
the dressing provides initial hemostasis by tamponade [11].
Further contact with fluid (eg, blood) completely dissolves
the electrospun dextran carrier and solubilizes the proteins,
which then interact to form a fibrin seal.

Given the various strategies to control bleeding, we
wanted to test the new fibrin dressing against the most
commonly used hemostatic method. We tested the hy-
pothesis that this dextran-thrombin-fibrinogen (DTF)
dressing would be more efficacious than packed gauze
sponges (GSs) at achieving hemostasis in bleeding
cancellous bone in a posterior lumbar fusion and iliac crest
graft model.

Materials and Methods

Ten dairy-bred goats (5 castrated male, 5 female)
weighing 35.5 to 58.0 kg were used in this study. Ages
ranged between 14 and 29 months. The animals were
housed and cared for in a USDA registered facility in
accordance with standard criteria (facility Registration
Number 41-R-0084) [12]. The study was conducted in
accordance with FDA Regulations on Good Laboratory
Practices (GLP) for Nonclinical Laboratory Studies CFR
Title 21 Part 58 [13]. The original protocol and all changes
to the protocol were approved by the NAMSA Institutional
Animal Care and Use Committee (IACUC). The number of
experimental animals was kept to the minimum but
adequate to ensure statistical significance [14].

The test article, DTF, was provided by the manufacturer
(St. Teresa Medical, Inc., Eagan, MN). These were finished
(packaged, sterilized) dressings with lyophilized human
thrombin and fibrinogen embedded in a 7 � 7 cm
sheet of electrospun USP-grade dextran. The control

article, 10 � 10 cm sterile cotton gauze sponges (GS), was
procured independently from the manufacturer (Merit
Medical, Chester, VA).

A physical examination of each animal was performed
by the facility veterinarian before proceeding with the
study. Animals were anesthetized with atropine
(0.005e0.02 mg/kg, intramuscular), buprenorphine (0.01
mg/kg, intramuscular), ketamine (2.2e5.5 mg/kg, intrave-
nous), and diazepam (0.3e0.5 mg/kg, intravenous). On
occasion, propofol (1e8 mg/kg, intravenous) was used to
aid induction. Anesthesia was maintained using isoflurane
(0.5% to 5.0%, inhalant). Each animal received penicillin G
(30,000 U/kg, intramuscular) preoperatively. Blood pres-
sure was monitored via an intra-arterial catheter and
transducer.

Strict sterile technique, including gown, gloves, and
drapes, was used for the surgical procedures. A posterior
approach to the lumbar spine was performed, as well as
separate skin and fascial incisions over both iliac crests,
creating 3 separate skin wounds exposing 4 bone test sites
per animal. Hemostasis of the muscle was obtained with
electrocautery. The lamina of two lumbar vertebrae and the
iliac crests were decorticated with a chisel. To avoid cross-
contamination, the right L4 lamina and the left L5 lamina
were decorticated with the spinous processes and inter-
spinous ligament left intact. The cancellous bone bleeding
was graded as either pulsatile, flowing, oozing, or none.
The animals had been randomized to either control or test
article which the surgeon learned at this stage of
the procedure.

The randomized dressing (gauze only or test article plus
gauze) was applied directly to the bleeding surface. A
cotton gauze backing was used behind the DTF dressings
because the test article dissolved after application. Light
manual pressure to keep the dressing in place was main-
tained by the surgeon for 4 minutes. After 4 minutes, the
gauze was removed and bone bleeding was again graded by
the surgeon. If bleeding continued, a second identical
dressing was applied with 4 minutes of compression, and
then the bone was observed and bleeding was graded. If
bleeding persisted after the second dressing application, the
surgeon sealed the surface with bone wax.

All gauze dressings were collected, weighed, and
compared to an equal number of unused gauzes to estimate
blood loss. Results were analyzed using Student t test.

Performance of the test article was assessed by presence
of controlled bleeding within 4 minutes, blood loss, and the
need for dressing reapplication. Four data points were ob-
tained from each animal: right L4 lamina, left L5 lamina,
and the right and left iliac crests. Results were analyzed
statistically using a Student t test (blood loss) and a simple
chi-squared test (dressing performance).

Each animal was then recovered, survived, and main-
tained in the FDA-registered facility for 28 days, at the end
of which time they were again anesthetized in a similar
manner and then euthanized by barbiturate overdose.
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Safety was assessed directly by histopathology and
indirectly by measurement of coagulation factors as an
indication of immunologic reaction to the proteins. Three
sections were obtained from each injury site, decalcified,
embedded in paraffin, and processed for histopathologic
examination using hematoxylin and eosin dye. Each site
was examined microscopically for soft tissue reaction as
well as the response of the bone to the injury. The histo-
pathologist was blinded with regard to which dressing each
animal received until after the tissue had been examined.

Coagulation studies were obtained before the procedure
and then again on the 1st and 28th postoperative days to
determine the potential of cross-reacting antibodies to the
thrombin proteins. These consisted of prothrombin time
(PT), activated partial thromboplastin time (aPTT), and
fibrinogen levels.

Results

All animals survived the 28-day period of the study.
Animals were similar with regard to weight of controls
(45.5 � 5.5 kg) and test subjects (46.6 � 8.1 kg), p 5 .80.
All animals were healthy at the onset of the study and
tolerated the surgical procedures well. All had a similar
degree of mild hind limb lameness for the duration of
the study.

Three wound complications developed in the five control
animals (3/15 wounds) compared with none (0/15) in the
test animals (p 5 .068, chi-squared test). One was a wound
dehiscence over the left iliac crest, without exudate, that did
not heal prior to the end of the study. Another animal had a
wound dehiscence over the right iliac crest with purulent
exudate, which also remained open through the study. The
third animal developed a dehiscence and purulent exudate
over the midline spinal incision, which did not heal before
the end of the study period.

Complete hemostasis was obtained at all injury sites in
all test animals after a single 4-minute dressing application.
Bleeding prior to treatment was graded as oozing in 12 of
the injury sites and flowing in 8 injury sites.

In contrast, complete hemostasis at 4 minutes was ob-
tained in only one of the control animal injury sites (p !
.001). Bleeding prior to initial treatment was graded as
oozing in 12 of the injury sites and flowing in 8 injury sites.
A second dressing application resulted in complete hemo-
stasis in an additional 5 animals. Therefore, hemostasis was
achieved within 8 minutes using gauze alone in 30% of
control animal injury sites, significantly less than one
dressing application of the test article (p ! .001).

Average blood loss at the injury sites in the gauze
sponges for all 20 injuries in test animals was 1.1 � 0.77 g,
compared with 2.4 � 1.02 g in control animals (p !
.0001). These data are summarized in the Table.

Histopathologic examination of the injury sites showed
normal early response to bone injury and healing. The test
article was associated with a slightly higher inflammatory

response at the iliac crest sites, but not at the vertebral
injury sites, consistent with the resorption of a
foreign material.

We found no differences between control and test group
animals with respect to PT, aPTT, or fibrinogen levels either
preoperatively or at either of the postoperative test points.

Discussion

Our results prove the hypothesis that the DTF dressing is
more efficacious than standard gauze sponges at providing
hemostasis on decorticated bleeding cancellous bone in a
caprine spine surgery model. A single application of the
DTF dressing stopped all blood flow within 4 minutes
100% of the time, whereas a second application of GS was
required in 19 of 20 control animal injuries. Even after the
second dressing application, hemostasis was controlled in
only 30% of control animal injuries.

The blood lost to the gauze sponges was significantly
less in the DTF-treated injuries compared with the GS-
treated injuries. Granted, the injury sites were small, and
young goat cancellous bone does not bleed profusely, but
the finding was very clear both to observation as well as to
statistical analysis. The fact that three wounds dehisced
over GS-treated injuries but none over the DTF-treated
injuries suggests that the dressing could reduce wound
complications, possibly by decreased post-
operative bleeding.

Furthermore, the DTF dressing appears to be safe
because we found no evidence of immunologic response to
the human proteins manifested by changes in the coagula-
tion studies, and the dressing did not interfere with or retard
normal bone response to injury. The safety of this dressing
has been demonstrated in other studies using salmon pro-
teins [15,16] and a 56-day GLP study of resorption in rats
using human proteins [17].

Essentially, the DTF dressing works initially by
providing tamponade to retard the blood loss [11]. As the
dextran solubilizes and disappears, the proteins solubilize
and interact with each other to seal the injury. The residual
material consists of a thin layer of clot that seals the tissue
to prevent further bleeding.

If these findings are extrapolated clinically to surgeries
that involve large surfaces of bleeding cancellous bone,
such as spine reconstruction or pelvic osteotomy, the im-
plications carry great importance. The DTF dressing

Table

Results comparing hemostasis and estimated blood loss (EBL) in control

versus test articles.

Group Hemostasis at

4 minutes

Hemostasis at

8 minutes

EBL (g)

Control (GS) 1/20 6/20 1.1 � 0.77

Test (DTF) 20/20 20/20 2.4 � 1.05

p value !.001 !.001 .00031

DTF, dextran-thrombin-fibrinogen; GS, gauze sponge.
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conceivably could reduce time spent controlling bleeding
and could reduce total blood loss. This could lead to shorter
operative times, fewer complications, fewer transfusions,
better recoveries, and shorter hospitalizations.

This dressing already has been shown to reduce blood
loss and increase survival in arterial bleeding models. The
dressing resulted in a 90% survival of anemic and coagu-
lopathic swine with a lethal femoral artery injury in a US
Army combat shock/trauma model [9,10,18]. The sealant
properties of the DTF dressing in this model resulted in
restoration of blood flow to the lower limb in 78% of ani-
mals despite a 6-mm arteriotomy in the common femoral
artery. The dressing also resulted in 100% survival of swine
with 4.4-mm-diameter aortic injuries [16].

It is not surprising that the DTF dressing outperformed
GS dressings in this model, since gauze sponges are poor
hemostatic agents. However, a dearth of good alternatives is
available to the spine surgeon. Most topical agents consist
primarily of mammalian collagen and should be removed
prior to wound closure. Fibrin sealants are available either
in a frozen liquid form, which is not effective against
cancellous bone bleeding, or with an equine collagen
backing that has not been tested in bleeding bone. We chose
gauze as the control because it is the most common topical
method used to control bleeding during spinal deformity
surgery [19].

The dressing has been used successfully in other pre-
clinical studies including swine hepatic injury, vertebral
corpectomy, and canine nail and pad injuries [unpublished
data]. Several studies have demonstrated its safety, and the
safety of a prototype that used salmon proteins, with regard
to immunologic response as well as histopathologic find-
ings [9,10,15-17]. Although the costs of fibrin products are
higher than gauze or bone wax, they can be produced at a
similar cost to other currently available hemostatic agents
and at the same time have greater benefits. We feel that this
dressing could potentially reduce the blood loss and com-
plications associated with spine reconstruction surgery.

References

[1] McNeill TW, DeWald RL, Kuo KN, et al. Controlled hypotensive

anesthesia in scoliosis surgery. J Bone Joint Surg Am 1974;56:

1167e72.

[2] Cheriyan T, Maier SP, Bianco K, et al. Efficacy of tranexamic acid on

surgical bleeding in spine surgery: a meta-analysis. Spine J 2015;15:

752e61.
[3] Abbott EM, Nandyala SV, Schwend RM. Does a kaolin-impregnated

hemostatic dressing reduce intraoperative blood loss and blood trans-

fusions in pediatric spinal deformity surgery? Spine 2014;39:

E1174e80.

[4] Price JS, Tackett S, Patel V. Observational evaluation of outcomes

and resource utilization from hemostatic matrices in spine surgery.

J Med Econ 2015:1e10.

[5] Wu J, Jin Y, Zhang J, et al. Hemostatic techniques following multi-

level posterior lumbar spine surgery: a randomized control trial.

J Spinal Disord Tech 2014;27:442e6.

[6] Epstein NE. Tisseel does not reduce postoperative drainage, length of

stay, and transfusion requirements for lumbar laminectomy with non-

instrumented fusion versus laminectomy alone. Surg Neurol Int

2015;6:S172e6.

[7] Colombo GL, Bettoni D, Di Matteo S, et al. Economic and outcomes

consequences of Tachosil�: a systematic review. Vasc Health Risk

Manage 2014;10:569e76.
[8] Rothwell SW, Reid TJ, Dorsey J, et al. A salmon thrombin-fibrin

bandage controls arterial bleeding in a swine aortotomy model.

J Trauma 2005;59:143e9.

[9] Floyd CT, Rothwell SW, Martin R, et al. A salmon thrombin-

fibrinogen dressing controls hemorrhage in a swine model

compared to standard kaolin-coated gauze. J Spec Oper Med

2012;12:49e55.
[10] Floyd CT, Rothwell SW, Risdahl J, et al. N. Salmon thrombin-

fibrinogen dressing allows greater survival and preserves distal blood

flow compared to standard kaolin gauze in coagulopathic swine with

a standardized lethal femoral artery injury. J Spec Oper Med 2012;12:

16e26.

[11] Padua RA, Olson CE, Rothwell RS, Floyd CT. Performance of a

dextran-only dressing versus SurgiClot to achieve hemostasis in a

swine injury model of cancellous bone bleeding. Paper presented

at: Orthopaedic Research Society Annual Meeting 2016.

[12] Bayne K. Revised Guide for the Care and Use of Laboratory Animals

available. American Physiological Society. Physiologist 1996;39:199.

208e11.

[13] US Food and Drug Administration web site, http://www.accessdata.

fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRsearch.cfm?CFRPart558. Ac-

cessed June 17, 2015.

[14] Virzi R. Refining the test phase of usability evaluation: how many

subjects is enough? Hum Factors 1992;34:457e68.

[15] Rothwell SW, Sawyer E, Dorsey J, et al. Wound healing and the im-

mune response in swine treated with a hemostatic bandage composed

of salmon thrombin and fibrinogen. J Mater Sci Mater Med 2009;20:

2155e66.

[16] Rothwell SW, Settle T, Wallace S, et al. The long term immunolog-

ical response of swine after two exposures to a salmon thrombin and

fibrinogen hemostatic bandage. Biologicals 2010;38:619e28.

[17] Padua RA, Olson CE, Floyd CT. Resorption characteristics of a novel

fibrin hemostatic dressing. Paper presented at: Accepted, Orthopaedic

Research Society Annual Meeting 2016.

[18] Kheirabadi BS, Mace JE, Terrazas IB, et al. Clot-inducing minerals

versus plasma protein dressing for topical treatment of external

bleeding in the presence of coagulopathy. J Trauma 2010;69:

1062e72.

[19] Kim DH, Chun YS, Vaccaro AR, et al. Complications of iliac crest:

bone graft harvesting. In: An HS, Jenis LG, editors. Complications of

spine surgery: treatment and prevention. Philadelphia, PA: Lippincott

Williams & Wilkins; 2006. p. 143e52.

313C.T. Floyd et al. / Spine Deformity 5 (2017) 310e313



<<
  /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 /Error
  /CompatibilityLevel 1.4
  /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 150
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFA1B:2005
  ]
  /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 (sRGB IEC61966-2.1)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<


    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>



    /HUN <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 6.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200036002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 6.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>


    /SKY <>

    /SUO <>
    /SVE <>
    /TUR <>

    /DEU <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice




