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Abstract

Background: Neurofibromatosis type 1 (NF1) is a relatively common autosomal dominant disorder. The most
common vascular abnormality in patients with NF1 is bilateral or unilateral renal artery stenosis.

Case report: A 16-year-old boy presented with a headache of 4-year duration and was found to be moderately
hypertensive. On physical examination, axillary freckling and multiple café-au-lait spots were revealed over the trunk,
while numerous small nodules were palpable on the limbs. Biopsy of subcutaneous nodule showed neurofibroma. Lisch
nodules were identified on slit-lamp examination and grade I hypertensive retinopathy was present on fundoscopy.
Clinical laboratory investigations revealed that renal and liver function tests, blood cells count, urinalysis, serum
electrolytes, serum levels of renin and aldosterone, and 24-hour urine levels of catecholamines were all within
normal ranges. Abdominal ultrasound and CT were normal. Both kidneys were of normal size. CT angiography
showed right renal artery stenosis (>90%) at the ostium. The final diagnosis of NF1 with right renal artery stenosis
and secondary hypertension was then made. The patient was treated with Procardin (30 mg/d) and improved with a
significant decline in blood pressure. The main outcomes were to control blood pressure without necessarily
proceeding with PTRA. We also present a review of the literature.

Conclusions: NF1 may present with hypertension due to renal artery stenosis in children. All young patients
(<30 year) with hypertension should be clinically screened for secondary causes of hypertension, including NF1,
so that renal revascularization can be offered before permanent end organ damage has occurred. First-line
management using medication alone could be appropriate, keeping the interventional options for when the
patient's condition deteriorates.
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Background
Neurofibromatosis type 1 (NF1), formerly known as
von Recklinghausen’s disease, is an autosomal dominant
disorder with a birth incidence of 1 in 2,500 to 3,000,
independently of ethnicity and gender [1]. The gene re-
sponsible for NF1 is located on chromosome 17q11.2,
and its protein product, neurofibromin, is ubiquitously
expressed at high levels in the nervous system, and
functions as a tumor suppressor.
Diagnosis is usually made on the basis of: 1) café-au-lait

macules; 2) neurofibromas; 3) Lisch nodules of the iris;
4) axillary freckling; 5) optic pathway gliomas; 6) distinctive
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bone lesions; and 7) a first-degree relative with NF1 [2].
Other clinical manifestations are abnormalities of the car-
diovascular, gastrointestinal, renal and endocrine systems,
cognitive deficit, and malignancies of the peripheral nerve
sheath and central nervous system [2].
The cardiovascular features of NF1 may include con-

genital heart disease, vasculopathy and hypertension.
Vasculopathies are the second cause of death in NF1
patients [3]. The incidence of hypertension (>95th per-
centile for age and gender) in patients with NF1 is
approximately 16% [4], and is mostly due to renal artery
stenosis in children [5,6], followed by coarctation of the
aorta and pheochromocytomas [2,7,8]. An annual blood
pressure screening and heart examination are therefore
warranted [2]. Any abnormal finding should be investi-
gated with renal arteriography and 24-h urinary excre-
tion of catecholamines and metabolites [9]. Magnetic
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resonance imaging and computed tomography (CT)
should be performed only after biochemical findings
are observed [2,9].
The current management of NF1 focuses on symp-

tomatic treatment. Therefore, early diagnosis of renal
artery stenosis is important, because curative treatment
can prevent the adverse consequences of hypertension.
The blood pressure target in NF1 patients should be
<140/90 mmHg [9,10]. Renal angioplasty may be neces-
sary, but may be insufficient to resolve hypertension,
and drugs may be necessary [11-13].
We present and discuss the case of a 16-year old boy

diagnosed with NF1 and unilateral renal artery stenosis.
We focused on the first-line medical management, and
reviewed the literature.

Case presentation
A 16-year-old boy was admitted to the Peking Union
Medical College Hospital in June 2011, and presented
with an intermittent headache of 4-year duration and
was found to be moderately hypertensive. It was his first
lifetime visit to a doctor. On physical examination, axil-
lary freckling and multiple café-au-lait spots ≥5 mm in
size were revealed, spread over the skin of the trunk
(Figure 1), while numerous small nodules ≤1 cm were
palpable in the limbs. The pigmentation was present
when he was born. He was always lean because of low
appetite, and had always achieved poor academic per-
formance. His height was 166 cm (10th to 25th percent-
ile for same age and gender [14]), weight was 43 kg and
body mass index (BMI) was 15.6 kg/m2.
Interestingly, his first-degree family history revealed no

case of hypertension, cardiovascular diseases or NF1. Bi-
opsy of a subcutaneous nodule resulted in diagnosis of
a neurofibroma, which was confirmed by S100 protein
immunoreactivity of many tumor cells (Figure 2). Lisch
nodules were identified on slit-lamp examination and
grade I hypertensive retinopathy was present on fundos-
copy. All peripheral pulses were palpable and blood
Figure 1 The special signs of the patient. Axillary freckling (a) and mult
pressure was recorded in all four limbs using a mercury
sphygmomanometer (three times, and using the mean):
right arm = 150/100 mmHg, left arm = 150/95 mmHg,
right leg = 175/120 mmHg and left leg = 170/115 mmHg.
According to the 2010 blood pressure reference standard
in Chinese children and adolescents, the 95th and 99th
percentile of SBP (Systolic Blood Pressure) for 16-year
old boys are 130 mmHg and 141 mmHg, and the 95th
and 99th percentile of DBP (Diastolic Blood Pressure)
are 85 mmHg and 91 mmHg [15].
Clinical laboratory investigations revealed that renal

and liver function tests, blood cell counts, urinalysis,
serum electrolytes, serum levels of renin and aldoster-
one, and 24-h urine levels of catecholamines were all
within normal ranges. Peripheral blood renin level was
0.34 ng/ml/h measured in the supine position, and
1.56 ng/ml/h measured in the standing position.
Ultrasound examination of the abdomen was normal.

Both kidneys were of normal size (the right kidney was
10.1 × 4.0 × 4.1 cm and the left kidney was 11.3 × 3.9 ×
3.8 cm; cortical thickness was 0.6 cm for the right kid-
ney, and 0.5 cm for the left). Abdominal CT did not
show any adrenal or abdominal mass. CT angiography
showed right renal artery stenosis (>90%) at the ostium,
but also that there was collateral circulation from the
subphrenic artery (Figure 3). Blood flow was 36.7 ml/
minute in the right renal, and 57.1 ml/minute in the
left. The final diagnosis of NF1 with right renal artery
stenosis and secondary hypertension was then made.
The patient was treated with oral nifedipine sustained-

release preparation (30 mg once a day), and improved
with a significant decline in blood pressure (120 to 140/
80 to 90 mmHg) after one week. Because: 1) the patient
was young; 2) the right renal size was approximately
normal; 3) the mild decrease in right renal blood flow
was attributable to the collateral circulation; 4) the nor-
mal renin levels; and 5) improvements in blood pressure
using drugs, the patient and his parents refused percu-
taneous transluminal renal angioplasty (PTRA) at this
iple caféau-lait spots (b) spread over the skin of the trunk.



Figure 2 Pathology result of subcutaneous nodules. (a) Hematoxylin and eosin (HE) staining of subcutaneous nodules revealed the diagnosis
of neurofibroma accompanied by mucinous degeneration (magnification × 40). (b) Immunohistochemistry staining for S-100 protein was
positive (magnification × 40).
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time. Therefore, the patient was discharged from our
hospital after 1 month. The nifedipine treatment was
continued and the patient was simply followed up with
close monitoring of blood pressure, and renal function
at least once every three months in our outpatient
department. PTRA was kept as an option should the
patient's condition deteriorate. Blood pressure was well-
controlled during one year follow-up. The patient was
lost to follow up after one year.

Discussion
We reported the case of a 16-year-old boy who pre-
sented with hypertension. He was diagnosed with NF1
and unilateral renal artery stenosis. Medical treatment
alone improved his condition, and interventional treat-
ment was kept as an option for an eventual deterioration
of his condition. Therefore, medical treatment should be
the initial approach to control hypertension in order to
allow maximal body growth before any intervention.
However, children with sustained hypertension despite
Figure 3 Computed tomography angiography of the renal vessels. Th
was a collateral circulation from the subphrenic artery. Blood flow was 36.7
optimal medical management should undergo inter-
vention to avoid the progression of end-organ damage.
Consequently, we monitored his blood pressure, renal
function and renal blood flow.
Renovascular hypertension is an important cause of

secondary hypertension in children, and is responsible
for 3.0% to 8.5% of pediatric hypertension [16,17]. The
most common causes of renovascular hypertension in
children reported in the western literature are fibromuscu-
lar dysplasia (FMD) and midaortic syndrome [16]. How-
ever, Takayasu’s arteritis is the most important cause of
hypertension in Asian children [18]. Renal artery stenosis
may also occur in association with NF1, Williams' syn-
drome, Marfan's syndrome, congenital Rubella syndrome,
Kawasaki disease, and Crohn’s disease [19].
NF1 typically presents with café-au-lait spots, multiple

neurofibroma, axillary freckling, and ocular Lisch nod-
ules [2]. About 16% of patients with NF1 develop hyper-
tension [4], either essential hypertension or secondary
hypertension due to renovascular disease, coarctation of
e initial segment of the right artery was almost occluded, but there
ml/minute in the right renal, and 57.1 ml/minute in the left.
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the abdominal aorta or pheochromocytoma [2,5-8]. In
children and young adults with NF1, the most frequent
cause of hypertension is renovascular disease, which oc-
curs seven times more frequently than pheochromocy-
toma [9]. Renal artery stenosis in NF1 is usually ostial in
location, as was seen in our case [9]. In contrast with
fibromuscular dysplasia where 95% of all stenoses are
found in the distal two-thirds of the renal artery, more
than 50% of all stenoses in NF1 are located at the ostia [9].
Greene et al. originally described two basic categories

of stenosis in NF1. The first involves larger vessels such
as the aorta, carotid and proximal renal arteries, which
are surrounded by neurofibromatosis or ganglioneuro-
matous tissue. Intimal proliferation, thinning of the
media and fragmentation of elastic tissue may lead to
stenosis or aneurysm formation. The second type is
unrelated to neural malformation, but probably reflects
dysplasia of small vessels. Lesions occur in many arteries
and involve the minute intrarenal branches. Using elec-
tron microscopy, Greene et al. identified smooth-muscle
elements within the abnormal cells and concluded that
the vascular lesion is a form of mesodermal dysplasia
[20]. The case presented here probably belongs to the
first category.
Renovascular hypertension results in decreased blood

flow to the kidney, resulting in increased production of
renin. The aim of angioplasty is therefore to restore
blood flow to the kidney, thereby decreasing renin
production [21]. Treatment modalities in renovascular
hypertension secondary to NF1 involve a combination
of drug therapy, PTRA, and surgery [9-13]. Indeed,
Kimura et al. reported good outcomes using renal ar-
tery repair in children, including NF1 patients [12,13].
Malav et al. [6] reported good outcomes using antihyper-
tensive drugs and renal angioplasty, whereas Ueda et al.
[11] and Booth et al. [22] reported persistent high blood
pressure after renal angioplasty. Oderich et al. [3] reported
safe, effective and durable outcomes of surgical manage-
ment of NF1-associated hypertension. However, it is our
opinion that medical treatment should be the initial ap-
proach for controlling hypertension to allow maximal
body growth before any surgical intervention, which is
also advocated by Tullus et al. [21]. However, we agree
that poorly controlled hypertension using medical therapy
is undesirable in children because of the progression of
end-organ damage. A review of 16 NF1 patients with renal
artery stenosis who underwent PTRA had a 33% success
rate with PTRA for primary stenosis. The success rate was
higher (67%) in post-surgery residual stenosis [22]. Be-
cause of the absence of major complications and no ad-
verse effect on subsequent vascular reconstruction, PTRA
should be considered as first-line treatment for renal ar-
tery stenosis in NF1 pediatric patients only when clinically
indicated. In both NF1 and Takayasu’s arteritis, the
presence of ostial stenosis and long-segment disease
predisposes to restenosis. Surgical treatment of renal
artery stenosis by reimplanting the renal artery on the
aorta, or bypassing the obstruction using the saphe-
nous vein or splenic artery, have been reported with
good results [17]. Although restenosis after PTRA is
not uncommon, there are several advantages of PTRA
over surgery. Reduced morbidity from the lack of a
surgical incision and reduced hospital stay are desir-
able at all ages. Furthermore, PTRA does not interfere
with subsequent surgery if it is needed. Stent angio-
plasty is technically successful and can improve hyper-
tension in selected patients. However, arterial stenting
is generally avoided in the pediatric population unless
angioplasty results in a flow-limited dissection, complete
recoil of stenosis, or focal arterial rupture [23].
Han and Criado [24] reviewed 13 papers including 49

patients with NF1 and renovascular hypertension, and
who were treated with medication, surgery, or percutan-
eous transluminal angioplasty (PTA) or coil embolization.
All patients received medical therapy. Eight patients
were treated with medication alone, 10 had a nephrec-
tomy, 13 had surgical revascularization procedures, 16
had a PTA, and 1 patient had transluminal embolization
of an aneurysm. Medication alone improved the condition
of 56% of the patients, but also led to failure in 22%. How-
ever, this rate was similar to the failure rates of surgery
(22%) and PTRA (35%).
In addition to renal artery stenosis, vascular lesions in

NF1 may involve mesenteric vessels, aorta, and cerebral
vessels. NF1 vasculopathy tends to be progressive and
is one of the leading causes of death in this population
[3]. Therefore, careful long-term follow up is therefore
required.
Conclusions
NF1 may present with hypertension due to renal artery
stenosis in children. A wider appreciation of this entity
is warranted for early diagnosis and appropriate, prompt
treatment. In summary, NF1 is a disorder usually associ-
ated with bilateral or unilateral renal artery stenosis. All
young patients (<30 years) with hypertension should be
clinically screened very early for secondary causes of
hypertension, including NF1, so that renal revasculariza-
tion can be offered before permanent end-organ damage
has occurred.
Consent
Written informed consent was obtained from the patient
for publication of this Case report and any accompany-
ing images. A copy of the written consent is available for
review by the Editor-in-Chief of this journal.



Duan et al. European Journal of Medical Research 2014, 19:17 Page 5 of 5
http://www.eurjmedres.com/content/19/1/17
Abbreviations
CT: Computed tomography; FMD: Fibromuscular dysplasia; NF1: Neurofibromatosis
type 1; PTRA: Percutaneous transluminal renal angioplasty.

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

Authors’ contributions
All authors participated in the preparation of the manuscript. LD collected all
clinical data. All authors read and approved the final manuscript.

Acknowledgements
The authors acknowledge the contribution of Dr Xiaoping Xing for her
insight. We thank Dr Xuan Wang for her technical assistance. There was no
funding for the present study.

Author details
1Key Laboratory of Endocrinology, Ministry of Health; Department of
Endocrinology, Peking Union Medical College Hospital, Peking Union Medical
College and Chinese Academy of Medical Sciences, Beijing 100730, China.
2Department of Pathology, Peking Union Medical College Hospital, Peking
Union Medical College and Chinese Academy of Medical Sciences, Beijing
100730, China.

Received: 26 August 2013 Accepted: 12 March 2014
Published: 28 March 2014

References
1. Reynolds RM, Browning GG, Nawroz I, Campbell IW: Von Recklinghausen's

neurofibromatosis: neurofibromatosis type 1. Lancet 2003, 361:1552–1554.
2. Williams VC, Lucas J, Babcock MA, Gutmann DH, Korf B, Maria BL:

Neurofibromatosis type 1 revisited. Pediatrics 2009, 123:124–133.
3. Oderich GS, Sullivan TM, Bower TC, Gloviczki P, Miller DV, Babovic-Vuksanovic D,

Macedo TA, Stanson A: Vascular abnormalities in patients with
neurofibromatosis syndrome type I: clinical spectrum, management, and
results. J Vasc Surg 2007, 46:475–484.

4. Tedesco MA, Di Salvo G, Ratti G, Natale F, Calabrese E, Grassia C, Iacono A,
Lama G: Arterial distensibility and ambulatory blood pressure monitoring
in young patients with neurofibromatosis type 1. Am J Hypertens 2001,
14:559–566.

5. Srinivasan A, Krishnamurthy G, Fontalvo-Herazo L, Nijs E, Meyers K, Kaplan B,
Cahill AM: Spectrum of renal findings in pediatric fibromuscular dysplasia
and neurofibromatosis type 1. Pediatr Radiol 2011, 41:308–316.

6. Malav IC, Kothari SS: Renal artery stenosis due to neurofibromatosis. Ann
Pediatr Cardioly 2009, 2:167–169.

7. Elias DL, Ricketts RR, Smith RB 3rd: Renovascular hypertension
complicating neurofibromatosis. Am Surg 1985, 51:97–106.

8. Karagiannis A, Mikhailidis DP, Athyros VG, Harsoulis F: Pheochromocytoma:
an update on genetics and management. Endoc Relat Cancer 2007,
14:935–956.

9. Friedman JM, Arbiser J, Epstein JA, Gutmann DH, Huot SJ, Lin AE, McManus
B, Korf BR: Cardiovascular disease in neurofibromatosis 1: report of the
NF1 Cardiovascular Task Force. Genet Med 2002, 4:105–111.

10. Ferner RE, Huson SM, Thomas N, Moss C, Willshaw H, Evans DG, Upadhyaya
M, Towers R, Gleeson M, Steiger C, Kirby A: Guidelines for the diagnosis
and management of individuals with neurofibromatosis 1. J Med Genet
2007, 44:81–88.

11. Ueda K, Awazu M, Konishi Y, Takenouchi T, Shimozato S, Kosaki K, Takahashi T:
Persistent hypertension despite successful dilation of a stenotic renal artery
in a boy with neurofibromatosis type 1. Am J Med Genet Part A 2013,
161A:1154–1157.

12. Kimura H, Sato O, Deguchi JO, Miyata T: Surgical treatment and long-term
outcome of renovascular hypertension in children and adolescents. Eur J
Vasc Endovasc Surg 2010, 39:731–737.

13. Kimura H, Sato O, Deguchi JO, Miyata T: Surgical treatment of a patient
with progressive thrombosis of the renal artery associated with
neurofibromatosis. Int Angiol 2009, 28:503–506.

14. Li H, Ji CY, Zong XN, Zhang YQ: Height and weight standardized growth
charts for Chinese children and adolescents aged 0 to 18 years [Article
in Chinese]. Zhonghua er ke za zhi 2009, 47:487–492.
15. Liu LS: Writing Group of Chinese Guidelines for the Management of H:
2010 Chinese guidelines for the management of hypertension [Article in
Chinese]. Zhonghua xin xue guan bing za zhi 2011, 39:579–615.

16. Hiner LB, Falkner B: Renovascular hypertension in children. Pediatr Clin
North Am 1993, 40:123–140.

17. Stanley JC, Criado E, Upchurch GR Jr, Brophy PD, Cho KJ, Rectenwald JE,
Michigan Pediatric Renovascular G, Kershaw DB, Williams DM, Berguer R,
Henke PK, Wakefield TW: Pediatric renovascular hypertension: 132
primary and 30 secondary operations in 97 children. J Vasc Surg 2006,
44:1219–1228.

18. Arora P, Kher V, Singhal MK, Kumar P, Gulati S, Baijal SS, Jain S, Kumar A:
Renal artery stenosis in aortoarteritis: spectrum of disease in children
and adults. Kidney Blood Press Res 1997, 20:285–289.

19. Daniels SR, Loggie JM, McEnery PT, Towbin RB: Clinical spectrum of
intrinsic renovascular hypertension in children. Pediatrics 1987, 80:698–704.

20. Greene JF Jr, Fitzwater JE, Burgess J: Arterial lesions associated with
neurofibromatosis. Am J Clin Pathol 1974, 62:481–487.

21. Tullus K, Brennan E, Hamilton G, Lord R, McLaren CA, Marks SD, Roebuck DJ:
Renovascular hypertension in children. Lancet 2008, 371:1453–1463.

22. Booth C, Preston R, Clark G, Reidy J: Management of renal vascular disease
in neurofibromatosis type 1 and the role of percutaneous transluminal
angioplasty. Neph Dial Transplant 2002, 17:1235–1240.

23. Konig K, Gellermann J, Querfeld U, Schneider MB: Treatment of severe
renal artery stenosis by percutaneous transluminal renal angioplasty and
stent implantation: review of the pediatric experience: apropos of two
cases. Pediatr Nephrol 2006, 21:663–671.

24. Han M, Criado E: Renal artery stenosis and aneurysms associated with
neurofibromatosis. J Vasc Surg 2005, 41:539–543.

doi:10.1186/2047-783X-19-17
Cite this article as: Duan et al.: Renal artery stenosis due to
neurofibromatosis type 1: case report and literature review. European
Journal of Medical Research 2014 19:17.
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
	Case report
	Conclusions

	Background
	Case presentation
	Discussion
	Conclusions
	Consent
	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


