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Abstract

Background: Tendinopathy is a difficult problem to manage and can result in significant patient morbidity. Currently,
the clinical use of platelet-rich plasma (PRP) in painful tendons is widespread but its efficacy remains controversial.

Methods/Design: This study is a single-center, randomized double-blind controlled trial. Eighty patients will be
allocated to have ultrasound (US)-guided needling combined with a leukocyte-depleted (that is, pure) PRP or lidocaine
each alternate week for a total of two interventions. Outcome data will be collected before intervention, and at 6 weeks,
3, 6, and 12 months after intervention. Main outcome measure: Changes in pain and activity levels, as assessed by
Disabilities of the Arm, Shoulder and Hand (DASH-E, Spanish version) score, at 6 months. We will compare the
percentage of patients in each group that achieve a successful treatment defined as a reduction of at least 25% in the
DASH-E score. Secondary outcome measures include changes in DASH-E at 3 and 12 months, changes in pain as
assessed by the visual analogue scale (VAS) at the 6-week, 3-, 6-, and 12-month follow-up, changes in sonographic
features and neovascularity, and percentage of patients in each group with adverse reactions at 3, 6, and 12 months.

Discussion: The results of this study will provide insights into the effect of pure PRP in tendon and may contribute to
identifying the best protocol for PRP application in tendinopathies.

Trial registration: ClinicalTrials.gov: NCT01945528.
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Background
Tendon disorders (tendinopathies) are noteworthy in
sports and occupational settings due to repetitive trauma
and overuse; besides they are prevalent among individ-
uals of all ages, and also part of the ageing process. The
term ‘tendinopathy’ describes painful conditions affect-
ing tendons associated with repetitive strain, overuse,
ageing, degeneration, or poor biomechanics [1]. Tendi-
nopathies worsen quality of life by causing pain and
impairing mobility, decreasing the ability to perform
daily activities, and compromising an active lifestyle.
Current research has produced several biological hy-

pothesis based on histopathological, biochemical, and
clinical findings that show cell apoptosis, angiofibroblastic
features, or abnormal biochemical adaptations, largely
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suggesting that a failed healing response underlies the
condition [2].
At present, minimally invasive interventions capable of

boosting the healing response or counteracting degen-
erative changes in tendinopathy are being investigated.
Among the emerging technologies, one investigational
biological therapy, platelet-rich plasma (PRP), has been
recently explored in several clinical studies [3]; in par-
ticular, several controlled clinical studies have examined
the effect of PRP in epicondylitis [4-9]. PRP therapies
are multitargeted approaches able to release a large pool
of signals, producing an instructional biological micro-
environment for local and migrating cell activities.
Moreover, PRPs modulate inflammation and angiogen-
esis largely because of their ability to secrete high levels
of growth factors and chemokines [10].
Different PRP formulations can be obtained depending

on the preparation protocol, that is, single or double spin-
ning. Most double spinning and also the buffy coat-based
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methods (single spinning) produce PRP with a high con-
centration of platelets and leukocytes relative to peripheral
blood. These products are named L-PRP in contrast to
pure PRP that contains a moderate concentration of plate-
lets and absence or non-relevant concentration of leuko-
cytes, and are generally obtained after a soft single
spinning procedure [11]. The majority of clinical studies
published up to now (>90%) have examined the efficacy of
L-PRP injections with controversial results [12]. Assuming
that leukocyte-released proteases may compromise the
stability of platelet-released growth factors, better efficacy
might be achieved with pure PRP injections. Currently,
most published controlled studies have used corticoste-
roids as comparators. Instead, we propose lidocaine injec-
tions to avoid corticosteroids interference with the healing
mechanisms.
We will compare the clinical outcomes and sono-

graphic features of US-guided tenotomy combined with
pure PRP with the outcome of US-guided tenotomy
combined with lidocaine. This study protocol aims to
evaluate the potential of pure PRP associated with need-
ling for the treatment of epicondylitis.

Methods/Design
Study design
B-PRPtendon is a patient and assessor blinded superiority-
type randomized controlled trial; the study will be
conducted at Hospital Universitario Cruces (HUC). The
research protocol is approved by the Ethics Committee of
HUC and authorized by the Spanish Agency of Medicines.
A total of 80 patients will be randomly allocated into
one of two groups. The two groups are: US-guided per-
cutaneous needling tenotomy combined with PRP injec-
tion each alternate week for a total of two interventions;
and US-guided needling tenotomy combined with lido-
caine injection each alternate week for a total of two
interventions.
The study will run for 2 years. Recruitment will be for

12 months with final follow-up at 1 year post treatment
(Table 1).

Study population
Patients will be identified, and recruited in HUC and
from primary care settings of Bizkaia. Primary care phy-
sicians and research nurses will introduce the trial to the
patient and refer them to an orthopedic investigator for
screening and potential recruitment.
Patients will be treated and followed up in HUC at

6 weeks, 3, 6, and 12 months post treatment, and will be
required to attend an appointment for sonographic as-
sessments at 3, 6, and 12 months.
The inclusion criteria are: tendinopathy present in either

lateral or medial elbow; patients will have failed conserva-
tive treatment; baseline elbow pain >3/10 during resisted
wrist extension; history of at least two periods of elbow
pain lasting >10 days; symptoms lasting at least 3 months
or longer; body mass index (BMI) between 20 and 35;
commitment to comply with all study procedures; and the
patient must give written informed consent.
Patients may not enter the study if any of the following

apply: presence of full tendon tear; BMI >35; systemic
autoimmune rheumatologic disease (connective tissue
diseases and systemic necrotizing vasculitis); poorly con-
trolled diabetes mellitus (glycosylated hemoglobin above
9%); blood disorders (thrombopathy, thrombocytopenia,
anemia with Hb <9); patient receiving immunosuppres-
sive treatments; received local steroid injection within
3 months of randomization; received non-steroidal anti-
inflammatory, opioids, or oral corticosteroids within
15 days before inclusion in the study; severe heart disease;
patients unable to comply with scheduled visits, for work,
or spend long periods away from their habitual residence;
patients with active cancer or cancer diagnosed in the last
5 years; analytical diagnosis of hepatitis B, C, or HIV infec-
tion; pregnant or lactating; or people who are taking a
drug in clinical investigation. Initial patient selection is
conditioned to the negative results in the analytical tests
for hepatitis B, C, or HIV infection.

PRP preparation
Peripheral venous blood is collected into three 9 mL
tubes containing 3.8% (wt/vol) sodium citrate. The antic-
oagulated blood is centrifuged at 1,200 rpm for 6 min
and PRP is collected taking care to avoid contamination
with the buffy coat containing the leukocytes. Plasma is
kept at room temperature until intervention; the delay
between blood extraction and plasma administration will
not be >4 h. To avoid blood lipids in the PRP, patients
will fast or follow a fat-free diet during the 6 h prior to
blood extraction.
Just preceding PRP administration, 10% calcium chlor-

ide will be added, at a final concentration of 22.6 mM
(50 μL per 1 mL of PRP), and the 5 mL Luer Lok syringe
is filled with the activated PRP.

Procedures
Interventions are performed by two radiologists with ex-
tensive clinical experience in musculoskeletal interven-
tion procedures. Prior to needling and administration of
PRP or lidocaine, an exploratory echography is per-
formed to identify clefts of hypoechogenicity and/or
changes in vascularity, and baseline sonographic charac-
teristics are recorded, as described in Table 2 [13].

Needle tenotomy with PRP (or lidocaine)
Ultrasound-guided percutaneous needle tenotomy with
PRP (or lidocaine) will be performed each alternate week
for a total of two interventions. Blood will be drawn



Table 1 Outcome assessments

Study period

Enrollment Allocation Treatment Follow-up

Timepoints −15 days 0 2 weeks 6 weeks 3 months 6 months 12 months

Eligibility screen X

Informed consent X

Laboratory tests X

Allocation X

Interventions X X

Assessments

DASH X X X X X

VAS X X X X X

Complications X X X X X

Ultrasound X X X X
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from all the patients’ unaffected arm and PRP prepared
as described above. Using a single skin portal, local
anesthetic (2 mL of 1% lidocaine HCl 10 mg/mL) will be
injected into the subcutaneous tissue of the lateral or
medial elbow using a 20 G needle. Once the needle is in
place, the 5 mL Luer Lok syringe loaded with the treat-
ment is attached. Multiple longitudinal and transversal
penetrations of the tendon are performed, and 3 to
5 mL of PRP (or lidocaine) is delivered in multiple de-
pots during needling fenestrations. The injected volume
is adapted to the morphometric characteristics of each
patient. The same protocol with lidocaine is performed
in the control group.

Study assessments
Study assessments will include the Spanish version [14]
of the patient-reported outcome measure Disabilities of
Table 2 Sonographic assessments

Echotexture grading scale

0 Normal

1a Hypoechogenicity in less than one-third of the tendon

1b Hypoechogenicity in between one-third and two-thirds of
the tendon

1c Hypoechogenicity in more than two-thirds of the tendon

2 Partial-thickness tear

3 Full-thickness tear

Neovascularization grading scale

0 No neovascularization

1 Neovessels on the tendon surface

2 1 or 2 intratendinous neovessels

3 3 or more intratendinous neovessels

Tendon size (mm)

Calcifications
the Arm, Shoulder and Hand (DASH-E, Spanish version
of the DASH, © Institute for Work & Health 2006), pain
outcome as measured by the visual analogue scale (VAS)
and changes in tendon structures and vascularity as
assessed by Doppler sonography (Table 2).
DASH is a patient-filled questionnaire based on the

patient’s subjective assessment of symptoms and abilities
to perform activities of daily living on the last week. The
range of available scores is 0 (best) to 100 (worst). The
questionnaire will be administered to patients at the base-
line and during their follow-up visits at 6 weeks, 3, 6, and
12 months.
The DASH disability/symptom score is calculated as

follows: DASH score = ((sum of n responses/n)–1) × 25,
where n is equal to the number of completed responses.
Primary outcome measures
Successful treatment is defined as a reduction of >25%
in the DASH-E score at 6 months post-treatment. The
primary outcome measure is the percentage of patients
that achieve a successful treatment. We will examine if
the therapeutic success rates of the PRP and control
groups are statistically different.
Secondary outcome measures
Secondary outcomes include: percentage of patients
that achieve a successful treatment at 6 weeks, 3, and
12 months; pain reduction as measured by changes in pain
rating on a visual analogue scale (VAS) with respect to
baseline; changes in echogenicity and vascularity as
assessed by Doppler sonography at 3, 6, and 12 months.
Frequency, severity, intensity, and duration of adverse

events will be recorded and the ratio of adverse events
in both groups compared.
A summary of the study design is shown in Figure 1.



Recruitment center
Hospital Universitario Cruces (HUC)

Primary Care
Patient pre-selection

Orthopedic Service HUC, informed 
consent, Blood tests, confirmation  
of eligibility, baseline data 

Radiological Department HUC,
baseline sonography, interventions

UIAPB, 
patient allocation

PRP preparation

EXPERIMENTAL:2 interventions 
Needling + PRP 

Day 0 and Day 14

CONTROL: 2 interventions
Needling + lidocaine

Day 0 and Day 14

6 weeks, DASH, VAS, safety  

3 months, DASH, VAS. safety and 
sonographic assessment

6 months, DASH, VAS, safety and  
sonographic assessment

12 months, DASH, VAS, safety and 
sonographic assessment

Figure 1 Study flow chart.
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Sample size
The minimum sample size required to achieve scientific-
ally valid results is 80. This sample size provides an 80%
potency to detect any significant difference between the
success rates in both groups (P1 = 0.93 and P2 = 0.65)
with a level of significance of 5%, being each arm formed
by 40 patient. We have assumed that the relative im-
provement with the PRP intervention is 1.43, assuming
that the differences between PRP and lidocaine would be
similar to the differences reported with corticoids [8],
and a patient loss of approximately 20%. However, this is
a randomized study which will help to gain insights into
feasibility of recruitment, and into the number of pa-
tients who become lost to follow-up.
Randomization
Randomization will be performed in blocks of four, and
equal allocation ratio will be achieved by means of a free
informatics tool, EPIDAT3.1. Treatment assignments
will be conducted by an independent researcher at
Primary Care Investigation Unit of Bizkaia (UIAPB) who
will not interfere with the study.
Blinding
All patients will be blinded to the treatment to which
they are allocated, thus peripheral blood is drawn even if
they are assigned to the control group. All outcome as-
sessors (orthopedists and radiologists) will be blinded,
but the radiologists applying the treatment will not.
Adverse events
The patients will be instructed to record any discomfort
and/or any adverse reaction or event, whether or not it
is related to the intervention. The investigator will evalu-
ate and record the seriousness, intensity, expectedness,
and causality relationship, and a written communication
will be sent to the sponsor. Pertinent adverse events will
be notified to the licensing authorities (Ethics Commit-
tee of HUC and Spanish Agency of Medicines) by fax or
email.
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Statistical analysis
Categorical variables will be presented as rates and per-
centages. Demographic and clinical baseline characteris-
tics will be assessed to confirm comparability between
groups. If any clinically relevant data are unbalanced, we
will perform an adjusted analysis. Categorical variables
will be presented as frequencies and percentages, and we
will use the mean and standard deviation for data with a
normal distribution and median and interquartile range
for non-parametric data. Potential efficacy analysis will
be performed as intention to treat, comparing the per-
centage of patients that have achieved therapeutic
success in each group using the chi-squared test with
P < 0.05 deemed statistically significant. All statistical
analysis will be performed using the SAS 9.2 version.

Discussion
The present study had three principal objectives: first, to
investigate if pure PRP interventions reduce symptoms
and improve function by using the patient self-reported
DASH-E questionnaire; second, to examine the clinical
efficacy of needling combined with PRP injections in
pain; and third, to identify the potential structural
changes in the tendon after PRP treatment.
Multiple commercial protocols to prepare PRP are

currently available on the market. Depending on the
specific preparation protocol the qualitative and quan-
titative composition of PRP varies, and most likely so
do the biological effects. Current experimental research
postulates different efficiency among PRP formulations
[15,16], mainly leukocyte-rich PRP (L-PRP) and leukocyte-
depleted PRP (pure PRP). In fact, experimental research
has shown that L-PRP is more pro-inflammatory when
injected in rabbits [15], and it increases the levels of
metalloproteases when assayed in tenocyte cultures
compared to pure PRP [17].
On the basis of these preliminary experimental results,

and the clinical results in the conservative management
of knee OA in which L-PRP injections induced more
transient post-injection swelling and pain than pure PRP
[18], we expect fewer adverse reactions using pure PRP
(leukocyte-depleted).
To date, all controlled clinical trials in epicondylitis

have been performed with L-PRP [4-9]. In this pilot
study, we aim to examine the efficacy of pure PRP, and
potential comparative efficacy studies (L-PRP vs. pure
PRP) would be performed in a subsequent step forward.
Moreover, when compared to published clinical protocols
performed with L-PRP, we might anticipate improved
function and reduced pain using pure PRP associated
with the needling intervention.
Additionally, there is no consensus about the fre-

quency and number of PRP treatments in chronic injur-
ies. Thus, whether two interventions would be more
efficient than a single PRP application remains to be
clarified. Previous studies in tendinopathy have not
found any structural change after one PRP injection
pointing out that one single intervention may be insuffi-
cient to induce structural changes [19,20]. In this pilot
study we will explore whether two injections could mod-
ify the structural characteristics of the injured tendon. In
addition, the optimal volume of PRP has not been de-
fined so far thus we will adjust the injected volume (3–
5 mL) to the individual anatomical characteristics.
The results of this study will provide insights into the

effect of pure PRP in tendons and may contribute to
identifying the best protocol for PRP application in
tendinopathies.

Trial status
Recruitment commencement is planned by January 2014
and the expected average enrollment rate is four patients
every month. Data collection will continue for one year
after the last recruited patient.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
MJI, AL, MJ, and ALM designed the study protocol; G-FMC, B-AN, and AI
wrote the clinical protocol and obtained authorization from the Ethics
Committee and Spanish Agency of Drugs. All authors read and approved the
final manuscript.

Acknowledgements
The study is partially funded by the Basque Health Department.

Author details
1BioCruces Health Research Institute, Radiology Service, Hospital Universitario
Cruces, Barakaldo, Spain. 2BioCruces Health Research Institute, Orthopedic
Service, Hospital Universitario Cruces, Barakaldo, Spain. 3BioCruces Health
Research Institute, Primary Care Research Unit of Bizkaia, Bilbao, Spain.
4Regenerative Medicine Laboratory, BioCruces Health Research Institute,
Hospital Universitario Cruces, Pza Cruces s/n, Barakaldo 48903, Spain.

Received: 25 September 2013 Accepted: 20 November 2013
Published: 1 December 2013

References
1. Maffulli N, Kha KM, Puddu G: Overuse tendon conditions: time to change

a confusing terminology. Arthroscopy 1998, 14:840–843.
2. Andia I, Sánchez M, Maffulli N: Tendon healing and platelet rich plasma

therapies. Expert Opin Biol Ther 2010, 10:1415–1426.
3. Andia I, Abate M: Platelet rich plasma injections for tendinopathy and

osteoarthritis. Int J Clin Rheumatol 2012, 7:397–412.
4. Creaney L, Walla A, Curtis M, Connell D: Growth factor-based therapies

provide additional benefit beyond physical therapy in resistant elbow
tendinopathy: a prospective, double-blind, randomised trial of autologous
blood injections versus platelet-rich plasma injections. Br J Sports Med 2011,
45:966–971.

5. Krogh TP, Fredberg U, Stengaard-Pedersen K, Christensen R, Jensen P,
Ellingsen T: Treatment of lateral epicondylitis with platelet-rich plasma,
glucocorticoid, or saline: a randomized, double-blind, placebo-controlled
trial. Am J Sports Med 2013, 41:625–635.

6. Mishra AK, Skrepnik NV, Edwards SG, Jones GL, Sampson S, Vermillion DA,
Ramsey ML, Karli DC, Rettig AC: Platelet-rich plasma significantly improves
clinical outcomes in patients with chronic tennis elbow: a double-blind,
prospective, multicenter, controlled trial of 230 patients. Am J Sports Med
2013. Epub ahead of print.



Martin et al. Trials 2013, 14:410 Page 6 of 6
http://www.trialsjournal.com/content/14/1/410
7. Omar Aziza S, Maha EI, Amal SA, Mahmoud S: Local injection of
autologous platelet rich plasma and corticosteroid in treatment of lateral
epicondylitis and plantar fasciitis: randomized clinical trial. Egypt Rheumatol
2012, 34:43–49.

8. Peerbooms JC, Sluimer J, Bruijn DJ, Gosens T: Positive effect of an
autologous platelet concentrate in lateral epicondylitis in a double-blind
randomized controlled trial: platelet-rich plasma versus corticosteroid
injection with a 1-year follow-up. Am J Sports Med 2010, 38:255–262.

9. Thanasas C, Papadimitriou G, Charalambidis C, Paraskevopoulos I,
Papanikolaou A: Platelet-rich plasma versus autologous whole blood for
the treatment of chronic lateral elbow epicondylitis: a randomized
controlled clinical trial. Am J Sports Med 2011, 39:2130–2134.

10. Andia I, Abate M: Platelet-rich plasma: underlying biology and clinical
correlates. Regen Med 2013, 8:645–58.

11. Dohan Ehrenfest DM, Rasmusson L, Albrektsson T: Classification of platelet
concentrates: from pure platelet-rich plasma (P-PRP) to leucocyte- and
platelet-rich fibrin (L-PRF). Trends Biotechnol 2009, 27:158–167.

12. Andia I, Maffulli N: Platelet-rich plasma for muscle injury and
tendinopathy. Sports Med Arthrosc 2013, 21:191–198.

13. Finnoff JT, Fowler SP, Lai JK, Santrach PJ, Willis EA, Sayeed YA, Smith J:
Treatment of chronic tendinopathy with ultrasound-guided needle
tenotomy and platelet-rich plasma injection. PM R 2011, 3:900–911.

14. Hervás MT, Navarro Collado MJ, Peiró S, Rodrigo Pérez JL, López Matéu P,
Martínez Tello I: Spanish version of the DASH questionnaire. Cross-
cultural adaptation, reliability, validity and responsiveness. Med Clin (Barc)
2006, 127:441–447.

15. Dragoo JL, Braun HJ, Durham JL, Ridley BA, Odegaard JI, Luong R, Arnoczky
SP: Comparison of the acute inflammatory response of two commercial
platelet-rich plasma systems in healthy rabbit tendons. Am J Sports Med
2012, 40:1274–1281.

16. Sundman EA, Cole BJ, Fortier LA: Growth factor and catabolic cytokine
concentrations are influenced by the cellular composition of platelet-
rich plasma. Am J Sports Med 2011, 39:2135–2140.

17. McCarrel TM, Minas T, Fortier LA: Optimization of leukocyte concentration
in platelet-rich plasma for the treatment of tendinopathy. J Bone Joint
Surg Am 2012, 94:e1431–1438.

18. Filardo G, Kon E, Pereira Ruiz MT, Vaccaro F, Guitaldi R, Di Martino A,
Cenacchi A, Fornasari PM, Marcacci M: Platelet-rich plasma intra-articular
injections for cartilage degeneration and osteoarthritis: single- versus
double-spinning approach. Knee Surg Sports Traumatol Arthrosc 2012,
20:2082–2091.

19. de Jonge S, de Vos RJ, Weir A, van Schie HT, Bierma-Zeinstra SM, Verhaar JA,
Weinans H, Tol JL: One-year follow-up of platelet-rich plasma treatment
in chronic Achilles tendinopathy: a double-blind randomized placebo-
controlled trial. Am J Sports Med 2011, 39:1623–1629.

20. de Vos RJ, Weir A, Tol JL, Verhaar JA, Weinans H, van Schie HT: No effects
of PRP on ultrasonographic tendon structure and neovascularisation in
chronic midportion Achilles tendinopathy. Br J Sports Med 2011,
45:387–392.

doi:10.1186/1745-6215-14-410
Cite this article as: Martin et al.: Platelet-rich plasma (PRP) in chronic
epicondylitis: study protocol for a randomized controlled trial. Trials
2013 14:410.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods/Design
	Discussion
	Trial registration

	Background
	Methods/Design
	Study design
	Study population
	PRP preparation
	Procedures
	Needle tenotomy with PRP (or lidocaine)
	Study assessments
	Primary outcome measures
	Secondary outcome measures
	Sample size
	Randomization
	Blinding
	Adverse events
	Statistical analysis

	Discussion
	Trial status
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /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 true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /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 true
  /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 true
  /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 <<

    /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 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 /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


