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Abstract

Background: Oral cavity and oropharynx cancer are increasing in incidence worldwide but survival outcomes have
not significantly improved over the last three decades. The presence of dysplasia or carcinoma in situ at surgical
margins following resection of squamous carcinoma of the mucosal surfaces of the head and neck has been shown
to be associated with a higher incidence of local recurrence and reduced survival. While invasive carcinoma in
mucosal surfaces can usually be distinguished from adjacent normal mucous membrane, pre-malignant disease is
much less readily distinguished at operation. We describe a protocol for a randomised, controlled trial in which we
will assess the effectiveness of Lugol’s iodine staining in allowing visualisation and excision of cancer margin
dysplasia at time of primary surgery.

Methods/Design: We will recruit 300 patients diagnosed with oral cavity or oropharynx squamous cell carcinoma.
All participants will be planned for primary surgery with curative intent. After completion of baseline assessment
participants will be randomised into either a standard surgical treatment arm or surgical treatment including Lugol’s
iodine staining.

Discussion: This paper describes the rationale and design of a unique trial in head and neck surgical oncology. If
margin dysplasia visualisation with Lugol’s iodine allows complete excision of high-risk, pre-cancer mucosa at time
of primary surgery, this may lead to a reduction in local recurrence and improved survival.

Trial registration: Current Controlled Trials ISRCTN03712770.
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Table 1 Eligibility criteria

Inclusion criteria Exclusion criteria

Provision of written
informed consent

Previous surgery, chemotherapy or
radiotherapy for head and neck cancer

Men and women
aged >18 years

Allergy to iodine

Histologically proven squamous
cell carcinoma of the oral cavity
or oropharynx

Distant metastases (positive neck nodes
are not an exclusion)

Planned for primary surgical
treatment with curative intent

Nasal, nasopharyngeal or
occult primary carcinoma

Previous diagnosis of cancer
in the past 5 years
(except basal cell carcinoma or
carcinoma of the cervix in situ).
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Background
The presence of dysplasia or carcinoma in situ at surgical
margins following resection of carcinoma of the mucosal
surfaces of the head and neck, has been shown to be associ-
ated with a higher incidence of local recurrence events [1,2].
While invasive carcinoma in mucosal surfaces can usually

be distinguished from adjacent normal mucous membrane,
pre-malignant disease is much less readily distinguished at
operation. The mucosal surfaces of the head and neck are
not unique in this respect. Attempts to improve the identi-
fication of early carcinoma and intraepithelial neoplastic
change using adjunctive techniques are employed in the
cervix, large bowel and oesophagus. These include acetic
acid topical application, contact endoscopy, auto fluores-
cence and the use of Lugol’s iodine [3]. None of these has
been subject of evaluation in a clinical trial setting in head
and neck cancer.
Extensive literature exists regarding the use of Lugol’s

iodine, including use as an aid to the identification of neo-
plasia of the squamous epithelium of the oesophagus. The
structure of the mucosal surfaces of the mouth and oro-
pharynx are very similar to the proximal oesophagus and
the risk factors for neoplastic transformation at these sites
are similar. Lugol’s iodine visualisation of dysplastic mu-
cosa is employed in management of oesophageal disease
[4-8]. There is, however, a very limited literature describ-
ing the use of Lugol’s iodine in the management of head
and neck mucosal neoplasia and there are no reported
clinical trials [8-10].
The majority of the oral cavity and oropharynx is cov-

ered by stratified, non-keratinising, glycogen-containing
squamous epithelium. It is opaque, has multiple (15 to 20)
layers of cells and appears pale pink in colour on visual
examination. The intermediate and superficial layer cells
contain glycogen in their cytoplasm. In contrast, dysplastic
and invasive cancer cells contain little or no glycogen. This
is thought to be due to the Warburg effect of increased
cytosol glycolysis consequent to the genomic chaos seen
in the cancer cell.
Iodine is glycophilic and forms tri-iodide molecules

within the glycogen polymer spiral. This results in choc-
olate brown staining of normal non-keratinised oral and
oropharyngeal mucosa. Areas of dysplasia and invasive
cancer do not take up iodine as they lack glycogen and ap-
pear as pale coloured areas.
Heavily keratinised areas of the mouth such as the at-

tached gingivae and hard palate do not avidly take up
Lugol’s iodine. Respiratory mucosa also does not contain
glycogen and does not stain. Thus detailed head and neck
surgical anatomy knowledge is necessary in interpreting
the information gained with Lugol’s staining. The major
cancer sub-sites within the oral cavity and oropharynx are
lined with glycogen containing and therefore Lugol’s iod-
ine staining sites.
The presence of mucous on the surface interferes with
the absorption of Lugol’s iodine. This can be minimised by
the use of 1.25% carbocisteine solution prior to Lugol’s
iodine.
Occasional mild adverse reactions have been reported

[11], but our pilot and feasibility studies have shown that
the use of mucosal epithelial staining with Lugol’s iodine is
a safe technique, which is simply accomplished. With a
short period of familiarisation it is readily adopted by ex-
perienced surgeons, is inexpensive, and seems likely to be
effective. We believe that a trial demonstrating a clear
benefit would have a substantial impact on clinical prac-
tice worldwide because of the simplicity of the technique
and low cost.
Methods/Design
Study population
This study is designed as a prospective, multicentre,
randomised controlled trial to assess the effectiveness of
Lugol’s iodine in assisting excision of moderate dysplasia,
severe dysplasia and carcinoma in situ at mucosal resec-
tion margins of oral and oropharyngeal squamous cell car-
cinoma. It fits into the standard practice of care for UK
Head and Neck Cancer, and patients who meet the eligi-
bility criteria (Table 1) and provide informed written con-
sent will be enrolled. Detailed information on benefits and
risks will be provided to study candidates to fully inform
them of the process. Ethics approval has been received
from NRES Committee Yorkshire & The Humber-Leeds
East (REC reference: 10/H1306/29).

Randomisation and blinding
Patients will be randomly assigned in a 1:1 ratio to the
Lugol’s or non-Lugol’s (control) group. Independent ran-
domisation will be via telephone to the Warwick Medical
School Clinical Trials Unit (WMSCTU). Computer-
generated random permuted blocks will be used; stratifica-
tion will be by treatment centre/surgeon, tumour site and
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T-stage. Treatment allocation will not be masked to the
surgical team; however, the patient will not be informed of
the treatment.
Data monitors, pathologists and external reviewers will

be blinded to treatment allocations. The chief investiga-
tor, surgeons and other healthcare professionals will be
blinded to all results.
The LIHNCS intervention is to be carried out in the-

atre during surgery.
The trial follows the pathway as shown in Figure 1 below:

Trial intervention and control
Patients in the intervention arm will have primary tumour
stained with Lugol’s iodine at time of resection in the op-
erating theatre. Those in the control arm will not have
Lugol’s staining. All other intraoperative procedures will
be the identical between trial and control arms.
The intraoperative standard operating procedure

(SOP) covers application of Lugol’s iodine, tumour vol-
ume measured by volume displacement, and prepar-
ation of resected tumour for histopathology. It must be
followed for all trial patients and is supplied below.

Lugol’s iodine staining technique
Lugol’s Iodine staining to be performed under general
anaesthetic using good retraction, light and assistance.

1. Tumour area irrigated with 0.9% saline.
2. Tumour area irrigated with 20 mL Carbocisteine

(125 mg/5 mL).
Figure 1 LIHNCS trial flowchart.
3. Tumour area irrigated with 0.9% saline.
4. Tumour area irrigated with 20 mL of 1% Lugol’s iodine

(4 mL elemental iodine/potassium iodide + 16 mL 0.9%
saline) allowing a minimum of 30 s for staining to
occur before aspirating excess fluid.

5. Tumour area irrigated with 0.9% saline.
6. Staining procedure may be repeated until staining is

adequate.
7. Tumour resection planned to include a 1 cm

oncologically safe margin and areas of non-stained
mucosa where feasible.

Tumour volume to be measured by volume displacement

1. Standard 250 mL laboratory measuring cylinder
filled with sufficient 0.9% saline to completely
submerge the tumour sample that is to be
measured.

2. Resected tumour added and tumour volume
determined by volume displacement.

3. Record volume displaced on Surgery CRF form.

Preparation of resected tumour for histopathology

1. Primary specimen to be sutured to an appropriate
platform (gamgee or corkboard) to allow appropriate
display of resected specimen and accurate margin
assessment.

2. Specimen to be sent to pathology as per standard
site procedures.
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Assessments
Resected tumour samples will be analysed locally using
recruiting site standard protocols. Slides and the accom-
panying pathology report are then sent to the trial co-
ordinator where they are anonymised before being sent
for central pathology review.
As part of a quality assurance process a central pathology

review of all samples will be undertaken, performed by the
trial pathologist. All external samples will be re-reported
according to the Royal College of Pathologists minimum
dataset for head and neck carcinoma histopathology.
In addition to this dataset, the central pathologist will

report on the incidence of mild and moderate at muco-
sal resection margins in addition to severe dysplasia and
carcinoma in situ. The minimum dataset from primary
site pathology reporting will already report severe dys-
plasia and carcinoma in situ. Samples from the Bradford
Teaching Hospitals NHS Foundation Trust will also be
reviewed, as the purpose of the quality assurance of a
national spread of samples is to standardise all reports
against the reviewing pathologist.
Table 2 Secondary outcomes

Secondary outcome measures:
Follow-up protocol
The trial duration is expected to take 4 years in total.
Patients will be recruited over a 2-year period and will

be followed up for a minimum of 2 years.
Quality of Life (QoL) questionnaires and CRFs will be

completed at set time points (Figure 1) when the patient
attends for their routine clinic appointments. QoL will
be measured using the EORTC QLQ-30 and H&N dis-
ease specific EORTC QLQ-35 module questionnaires.
Swallowing-related QoL will be measured using the MD
Anderson Dysphagia Inventory (MDADI) questionnaire.
It is possible that since more tumours are likely to be

removed in the Lugol’s iodine arm, there may be an ef-
fect on functionality and quality of life.
At each time point, each domain of each questionnaire

will be compared between groups by ACNOVA, that is, lin-
ear regression with the follow-up score as the dependent
variable, group as the predictor and baseline score as the
covariate. Differences between groups will be calculated
along with 95% confidence intervals (CI) and P values.
1. Acceptability of the technique to surgeons carrying out surgery for
oral and oropharyngeal carcinoma.

2. Effect of Lugol’s technique on any further treatment carried out
(radiotherapy, chemoradiotherapy or further surgery).

3. Estimate of the two-year locoregional recurrence rates in each group.

4. Mean and range of volume of tissue removed by each method.

5. Safety of the technique.

6. Assessment of quality of life changes using EORTC QLQ-30 and
EORTC-35 H&N questionnaires, and the MD Anderson Dysphagia
Inventory (MDADI) questionnaire

7. Overall survival
Safety and adverse event reporting
In accordance with Good Clinical Practice for Research
guidelines the occurrence of adverse events will be mon-
itored carefully and recorded in detail during the course
of the clinical trial.
If during that time a serious adverse event (SAE) is

thought to be related to involvement in the trial and is
unexpected the trial office will report this event to the
Multicentre Research Ethics Committee (MREC).
The Principal Investigator in each centre must report
any SAEs to the trial coordinator within 24 h of aware-
ness of it. The SAE form will be completed and faxed to
the trial coordinator who will then liaise with the Chief
Investigator to compile all necessary information. The
trial office will be responsible for reporting SAEs to the
Sponsor and MREC within the required timelines.
Study endpoints
The primary outcome measure will be rate of surface
dysplasia, carcinoma in situ or carcinoma at surface mu-
cosal margins in the Lugol’s-treated group versus gold
standard management control arm. Secondary endpoints
are detailed in Table 2.

Secondary outcomes
The primary endpoint of the presence of dysplasia in the
resection margins will be compared using Pearson’s chi-
squared test when all 300 patients have been recruited.
There will be planned sub-group analysis by T stage to as-
sess the effect of tumour size. T1 and T2 primary cancers
will be compared with T3 and T4 cancers. There will be a
pre-planned interim analysis when the first 164 patients
have been recruited in order to assess whether the as-
sumptions made in the power calculations hold true.
The total sample size is to be 300 patients, with an es-

timated recruitment rate of 15 patients per site per year
over a 2-year period.

Sample size calculation
In an initial study of two series of 50 consecutive pa-
tients having resection of oral or oropharyngeal SCC
32% in the standard group and 4% in the Lugol’s iodine
group had dysplasia, carcinoma in situ or invasive SCC
at a surgical margin (McMahon et al., 2012).
The primary outcome measure is rate of dysplasia of

any grade at excision margins. We calculated that to de-
tect a reduction from 30% in the control group (as in the
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initial cohort study) to 10% in the Lugol’s iodine group
with 90% power at a two-sided significance level of 0.05,
the number of patients required in each group is 82. The
rate for the control arm may be a little lower. If it is 20%
then a similar proportionate reduction to 7% would re-
quire 144 in each group. We propose to randomise 150 to
each group, 300 patients in total. However, should the
proportion of dysplasia positive cases change from 17%
(control) to 4% in the Lugol’s group, then the power calcu-
lation would require 100 patients in each group for 80%
power and 130 patients in each group for 90% power. We
therefore aim to continue planning for recruitment of 300
patients overall and 150 in each group.
The recurrence rate in the dysplasia group is estimated

at 33% [1]. To detect a difference of 25% in 20% of the pa-
tients (that is, those who convert from involved margins
to non-involved as a result of the intervention), it is neces-
sary to detect a difference of 5% overall and a much larger
study would be needed (even with alpha = 0.1 and one-
sided test over 1,200 patients would be needed).
Instead we will estimate a 95% CI for the hazard ratio.

Discussion
The Head and Neck Cancer research literature contains
very few well-designed trials and there are no published
trials in surgical oncology regarding primary surgery for
cancer at this site.
Our cohort study data show a reduction in margin dys-

plasia using Lugol’s iodine at cancer resection from 32%
for control to 4% for intervention groups [12]. Our feasi-
bility study showed very high patient acceptance rates (un-
published data) and we are very optimistic that this trial
will recruit participants.
We are very fortunate to have the support of the CTAAC

of Cancer Research UK and hence NIHR portfolio status
for this study. This provides support from the Clinical
Research Network (CRN) and has enabled LIHNCS to reach
a wider audience and undoubtedly helped in enhancing
recruitment to this trial to date.

Trial status
Open and recruiting.

Abbreviations
CTAAC: Clinical trials awards and advisory committee; CRF: Case report form;
CRN: Clinical research network; CTIMP: Clinical trial of an investigational
medicinal product; CTU: Clinical trials unit; DSMC: Data safety and monitoring
committee; DMEC: Data monitoring and ethics committee; ECOG: Eastern
cooperative oncology group; GCP: Good clinical practice; ICH: International
conference on harmonisation; LIHNCS: Lugol’s iodine in head and neck cancer
surgery; MDADI: MD Anderson dysphagia inventory; MDT: Multidisciplinary
team; MREC: Multicentre research ethics committee; NIHR: National institute for
health research; QoL: Quality of life; R&D: Research and development;
SAE: Serious adverse event; SOP: Standard operating procedure; TSC: Trial
steering committee; WMSCTU: Warwick medical school clinical trials unit.

Competing interests
The authors declare that they have no competing interests.
Authors’ contributions
JMcC is the Chief Investigator of the LIHNCS Trial and is a member of the
trial management committee & the TSC. JAC is a member of the trial
management committee, and is the Head & Neck Surgery Research Fellow at
the Bradford Institute for Health Research. SH, JM, HM, RS and DNS are Co-
Investigators and have roles in the initial cohort studies leading to the
LIHNCS trial and the trial design. CMcC is the trial statistician. JD is the
Warwick University CTU Lead for the trial. All authors edited and approved
the final manuscript.

Acknowledgements
This study is funded by Cancer Research UK, for which the authors are very
grateful. Further support from the NIHR CLRN is provided as this trial has
NIHR portfolio status.

Author details
1Bradford Institute for Health Research, Bradford Royal infirmary, Bradford, UK.
2Crosshouse Hospital, Kilmarnock, Scotland, UK. 3Clinical Trials Unit, University
of Warwick, Coventry, UK. 4Southern General Hospital, Glasgow, Scotland, UK.
5Institute of Head and Neck Studies and Education, University of
Birmingham, Birmingham, UK. 6Head & Neck Cancer Research Group,
University of Liverpool, Liverpool, UK.

Received: 27 June 2013 Accepted: 11 September 2013
Published: 24 September 2013

References
1. Loree TR, Strong EW: Significance of positive margins in oral cavity

squamous carcinoma. Am J Surg 1990, 160:410–414.
2. Weijers M, Snow GB, Bezemer PD, Van Der Waal JE, Van Der Waal I: The

clinical relevance of epithelial dysplasia in the surgical margins of
tongue and floor of mouth squamous cell carcinoma. J Oral Path Med
2002, 31:11–15.

3. Anatomical and pathological basis of visual inspection with Lugol’s iodine.
International Agency for Research on Cancer; 2006. http://screening.iarc.fr.

4. Wang KK: Detection and staging of esophageal cancers. Curr Opin
Gastroenterol 2004, 20:381–385.

5. Dawsey SM, Fleischer DE, Wang GQ, Zhou B, Kidwell JA, Lu N, Lewin KJ,
Roth MJ, Tio TL, Taylor PR: Mucosal iodine staining improves endoscopic
visualisation of squamous dysplasia and squamous cell carcinoma of the
oesophagus in Linxian China. Cancer 1998, 83:220–231.

6. Inoue H, Rey JF, Lightdale CJ: Lugol’s chromoendoscopy for oesophageal
squamous cell cancer. Endoscopy 2001, 33:75–79.

7. Nakanishi Y, Ochiai A, Yoshimura K, Kato H, Shimoda T, Yamaguchi H, Tachimori
Y, Watanabe H, Hirohashi S: The clinical significance of small areas unstained
by Lugol’s iodine in the mucosa surrounding resected oesophageal
carcinoma: an analysis of 147 cases. Cancer 1998, 82:1454–1459.

8. Chisholm EM, Williams EM, Leung JW, Chung SC, Van Hasselt CA, Li AK:
Lugol’s iodine dye enhanced endoscopy in patients with cancer of the
oesophagus and head and neck. Eur J Surg Oncol 1992, 18:550–552.

9. Epstein JB, Scully C, Spinelli J: Toluidine blue and Lugol’s iodine
application in the assessment of oral malignant disease and lesions at
risk of malignancy. J Oral Path Med 1992, 21:160–163.

10. Yajima Y, Noma H, Furuya Y, Nomura T, Yamauchi T, Kasahara K, Hatada K,
Takano M: Quantification of telomerase activity of regions unstained with
iodine that surrounds oral squamous cell carcinoma. Oral Oncol 2004,
40:314–320.

11. Sreedharan A, Rembacken BJ, Rotimi O: Acute toxic gastric mucosal
damage induced by Lugol’s iodine spray during chromoendoscopy.
Gut 2005, 54:886–887.

12. McMahon J, Devine JC, McCaul JA, McLellan DR, Farrow A: Use of Lugol’s
iodine in the resection of oral and oropharyngeal squamous cell
carcinoma. Br J Oral Maxillofac Surg 2010, 48:84–87.

doi:10.1186/1745-6215-14-310
Cite this article as: McCaul et al.: LIHNCS - Lugol’s iodine in head and
neck cancer surgery: a multicentre, randomised controlled trial
assessing the effectiveness of Lugol’s iodine to assist excision of
moderate dysplasia, severe dysplasia and carcinoma in situ at mucosal
resection margins of oral and oropharyngeal squamous cell carcinoma:
study protocol for a randomised controlled trial. Trials 2013 14:310.

http://screening.iarc.fr

	Abstract
	Background
	Methods/Design
	Discussion
	Trial registration

	Background
	Methods/Design
	Study population
	Randomisation and blinding
	Trial intervention and control
	Lugol’s iodine staining technique
	Assessments
	Follow-up protocol
	Safety and adverse event reporting
	Study endpoints
	Secondary outcomes
	Sample size calculation

	Discussion
	Trial status
	Abbreviations
	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


