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Abstract

Background: Diabetic nephropathy (DN) is the major complication of diabetes; proteinuria is the hall mark of DN.
Currently, the treatment for proteinuria is mainly limited to angiotensin converting enzyme (ACE) inhibitors or
angiotensin II receptor blockers (ARBs). According to Traditional Chinese Medicine (TCM) theory, Chinese medicinals
‘securing essence and tonifying the kidney’ may be appropriate for proteinuria. The most promising Chinese
medicinals and formulae are introduced in the present study to form a potent formula for DN proteinuria. To make
oral administration convenient, the formula will be processed in the form of granules.

Methods/design: A randomized, multi-center pilot trial will be conducted. Forty eight participants with DN will be
randomly assigned to one of four treatment groups:
1. A granule group, at 10 grams, three times daily (G10 group, n = 12);
2. A granule group, at 20 grams, three times daily (G20 group, n = 12);
3. A decoction group (D group, n = 12); and
4. An irbesartan group (Aprovel group, n = 12).
The following outcome measures will be used: the percentage change of the albumin-to-creatinine ratio; and the
changes in serum creatinine, glomerular filtration rate, fasting plasma glucose and hemoglobulin from baseline to
the end of the trial.

Discussion: It is notable that most published clinical trials which assessed the efficacy of TCM on DN were of poor
methodology and, therefore, their results have been invalidated. It is necessary to carry out well-designed clinical
trials to provide sound evidence. The present trial is a study with potentially great value, for it will provide the
parameters for future randomized, placebo-controlled, clinical trials with large sample sizes.

Trial registration: The trial is registered on the Chinese Clinical Trial Registry: ChiCTR-TRC-12002718
(http://www.chictr.org/cn/proj/show.aspx?proj=3820).
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Background
The prevalence of diabetic nephropathy (DN) in China
is not very clear; however, in Beijing, the city which has
the best medical service in China, the incidence of DN
in patients with type 2 diabetes is 35.7% and that of
microalbuminuria is 13.6% [1].
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In Traditional Chinese Medicine (TCM) theory, the
kidney is a paramount organ. It stores essence and the
essence transforms Qi and produces blood. In addition,
the kidney is the source of genuine Yin and genuine Yang.
It is called ‘the prenatal base of life’ in TCM textbooks [2].
In the TCM system, there are many Chinese medicinals
classified as tonifying and replenishing medicinals. Many
of them have the effects of replenishing Qi of the kidney
or tonifying kidney Yang.
We have known that DN is the major complication of

diabetes and proteinuria is the hallmark of DN. DN is
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also defined by increased urinary albumin excretion
(UAE) in the absence of other renal diseases, which is
categorized into stages according to the level of UAE,
that is, microalbuminuria (30 to 299 mg/24 hours) and
macroalbuminuria (300 mg/24 hours or greater) [3].
Currently, the treatment for proteinuria is largely limited
to angiotensin converting enzyme (ACE) inhibitors or
angiotensin II receptor blockers (ARBs) [4]. Although
the clinical beneficial effects of many ACE inhibitors or
ARBs have been established [5], the efforts of looking for
new drugs for DN that involve reducing proteinuria never
stop. For example, many researchers investigated astragalus
for the treatment of DN and the results seemed intriguing.
Zhang et al. [6] systematically reviewed published animal
experiments that had assessed the renal protective effects
of astragalus in diabetic rat models. Their results showed
significant beneficial effects of astragalus involving
improved fasting blood glucose levels, glomerular filtration
rate (GFR), urinary albumin excretion rate, and thickness of
the glomerular basement membrane. Hong and co-workers
[7] reported that astragalus might ‘play protective
roles in diabetic nephropathy through multiple pathways
at the gene level’.
Is TCM really able to lower proteinuria in patients

with DN? Current evidence has tried to address this
issue, but the picture remains unclear [8]. The present
research looks at the DN-lowering proteinuria effect of
TCM to answer this question. To evaluate the effects of
TCM accurately, the most promising Chinese medicinals
and formulae are used in the present study to form a potent
formula for the treatment of proteinuria of DN.
Because proteinuria, in TCM theory, results from the

leakage of the essence of the human body due to an
insufficiency of the kidney, it is promising to look for
Chinese medicinals that secure the essence and tonify
the kidney for the treatment of proteinuria. A typical
herb that secures essence and tonifies the kidney is used
in the present study, Flastem Milkvetch Seed. A famous
classical formula securing the essence and tonifying the
kidney is also introduced in the present study for the
treatment of proteinuria (Water-land Two Elixirs). It
consists of two Chinese medicinals, Gordon Euryale
Seed and Cherokee Rose Fruit. The first ingredient is
grown in water and the second one is grown on land, which
is the reason why it is named ‘Water-land.’ This formula is
very effective for treating conditions such as spermatorrhea
and enuresis [9]. However, only securing essence is not
enough; because Yin/Yang has been damaged, it is essential
to repair the balance between them.
There is a therapeutic strategy in TCM theory, namely,

using ‘cool’ and ‘warm’ herbs together to balance Yin/Yang;
this strategy is introduced in the present study. As the
most conspicuous topic in the area of TCM treatment for
DN, astragalus may be a very potent Chinese medicinal for
proteinuria; therefore, it is also used in the present study.
Both basic and clinical studies have demonstrated that
astragalus could exert beneficial effects on DN
[10-12]. An in vitro study investigated the effect of
calycosin and calycosin-7-O-β-D-glucoside. These two
major isoflavonoids in astragalus were tested with
high glucose-induced rat mesangial cell proliferation
and advanced glycation end product (AGE)-induced
human glomerular endothelial cell apoptosis. The results
suggested that both isoflavonoids had a significant thera-
peutic potential to modulate the development and/or pro-
gression of DN [10]. Zhang and his co-workers studied the
effects of astragalus polysaccharide (APS), an aqueous
extract from the astragalus membranaceus roots, on gene
expressions of nuclear factor-kappaB (NF-kappaB) and an
inhibitory protein of NF-kappaB (IkappaB) in experimental
DN rats induced by streptozotocin. The results showed that
APS improved proteinuria and renal function and that the
mRNA level of NF-kappaB in renal cortex was decreased
and IkappaB mRNA expression was raised by APS [11]. A
randomized controlled trial showed that astragalus, in
combination with captopril, could significantly reduce UAE
[12]. However, astragalus is an herb of warm properties and
has the capacity to upset the balance of Yin/Yang. Coptidis,
is an herb of cool properties and is used to counteract the
potential harm caused by astragalus. Coptidis is used for
proteinuria because not only does it have centuries of
practice-based recognition as a reliable TCM remedy for
diabetes mellitus but its potential as a treatment for DN
has been established in recent evidence-based supportive
research. Liu et al. [13] evaluated the effects of compound
Rhizoma Coptidis capsule (CRCC) on early DN in rats
induced by streptozotocin. Their results showed that CRCC
could reduce the levels of fasting plasma glucose (FPG),
blood urea nitrogen (BUN), serum creatinine (Scr), protein-
uria, the expression of transforming growth factor-beta1
and IV-C proteins, and alleviate pathological lesions in
renal tissue of diabetic rats with nephropathy.
As a result, five Chinese medicinals are used in the

present study for the treatment of proteinuria: astragalus,
coptidis, Flastem Milkvetch Seed, Gordon Euryale Seed
and Cherokee Rose Fruit (the Latin name and English
name of the Chinese herbs mentioned in the article are
shown in Table 1).
One of the most obvious inconveniences of TCM is the

preparation. It is very difficult to ask patients to decoct
TCM several times daily for a long time and, therefore, this
research group decided to make the formula in the form of
granules (the ingredients are shown in Table 1). The
granules are processed using the following methods: first,
coptidis is ethanol extracted; second, the other five herbs
are decocted together and then aqueous extracted; third,
the concentrate from the previous two steps is mixed and
then spray-dried. The granule is a 10 g/package.



Table 1 Traditional Chinese Medicinal Herbs used in Huang Qi Elixir formula/granule

PinYin name Latin name English name Daily decoction dose Dose per 1,000 g granule

Huangqi Radix Astragali Astragalus/Astragalus membranaceus 30 g 500g

Shayuanzi Semen Astragali Complanati Flastem Milkvetch Seed 30 g 500g

Huanglian Rhizoma Coptidis Golden Thread 10 g 167g

Jinyingzi Fructus Rosae Laevigatae Cherokee Rose Fruit 15 g 250g

Qianshi Semen Euryales Gordon Euryale Seed 15 g 250g
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Objective
The aim of this clinical study is: (1) to evaluate if the efficacy
of Huang Qi Elixir for proteinuria in patients with
microalbuminuria is equivalent to that of the decoction; (2)
to establish the working dose of the TCM granule; and (3)
to evaluate the difference in efficacy between the TCM
granule and the ARB (that is, irbesartan).

Methods/design
Design
This pilot study is a randomized, controlled, multi-center,
clinical trial. The study will be sequentially conducted as
follows: enrollment after screening via inclusion and
exclusion criteria; randomization; a treatment period
of 12 weeks; and assessment. The flow chart of the
study is shown in Figure 1.

Participants and eligibility

Inclusion criteria
To be included in the study, patients must have:

1. symptoms of diabetes and a casual plasma glucose
≥11.1 mmol/L or fasting plasma glucose ≥7.0 mmol/L
Figure 1 Flow chart of the clinical study.
or in a oral glucose tolerance test, two-hour plasma
glucose ≥11.1 mmol/L;

2. 30 mg/g < albumin-to-creatinine ratio (ACR)
<300 mg/g or 30 mg/24hour <24 hour UAE
<300 mg/24 hour, and GFR ≥40ml/min;

3. an age of 18 to 75 years;
4. acceptable glycemic control (FPG ≤10.0 mmol/L or

postprandial plasma glucose ≤12 mmol/L and
HbA1c ≤8.5%);

5. tolerablity to ARBs and blood pressure (BP)
<150/90 mm Hg;

6. plasma albumin ≥30g/L
7. provided written informed consent.

The first two criteria must be met simultaneously.

Exclusion criteria
Patients will be excluded if they have any of the
following:

1. diabetes mellitus concurrent with non-diabetic
kidney disease or are kidney transplant recipients;

2. concurrent severe disorders of heart, brain, liver or
the hematopoietic system;
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3. newly diagnosed or relapsed tumors;
4. mental disorders;
5. intolerance to oral medications or severe

malabsorption;
6. hepatic dysfunction or a value of transaminase

higher than one and a half times the upper limit;
7. allergy to TCM/ARBs or other allergies;
8. uncontrollable urinary infection or infections which

influence the measurement of urinary protein;
9. pregnancy or lactation;
10.participation in other clinical trials within the past

thirty days; and
11.anticipated survival <1 year.

Recruitment
There are six centers involved in this clinical trial
and participants will be recruited via posters at each
participating center.

Randomization and intervention
The study has four arms. After enrollment, 48 participants
who meet the inclusion criteria will be randomly assigned
to either: 1) granule group, 10 grams three times daily
(G10 group, n = 12); 2) granule group, 20 grams three
times daily (G20 group, n = 12); 3) the decoction
group (D group, n = 12); or 4) the irbesartan group
(Aprovel group, n = 12). The treatment course is 12
weeks. The randomization sequence will be generated
with an SAS software package by the Good Clinical
Practice (GCP) Center of the Teaching Hospital of
Chengdu University of TCM and will be concealed
and disseminated using opaque envelopes.

Outcome measures
Primary outcome
The primary outcome, percentage change in ACR from
baseline, will be measured at week 12. ACR will be
measured with a spot urine test, every four weeks; 15
to 20 ml spot urine samples will be collected at each
visit to assess albuminuria.

Secondary outcomes
The secondary outcomes include changes in GFR,
Scr, HbA1c, urinalysis and FPG. All of these will be
measured every four weeks except for HbA1c, which
will be measured at week 12 only.

Statistical methods
Statistical analyses will be conducted based on an
intention-to-treat population. Participants who take at
least one dose of drug and have one value on treatment
comprise the full-analysis set (FAS) and those who
complete a 12-week treatment comprise the per-protocol
set (PPS). Missing data will be imputed with the use of the
last-observation-carried-forward method, whereby missing
values will be replaced by the last non-missing value.
Repeated measures and multivariate analysis of variance
of the general linear model will be applied to determine
the changes in GFR, Scr and FPG at each visit. Percentage
reduction from baseline in ACR and changes from base-
line in HbA1c will be summarized and comparisons will
be made by using a one-way analysis of variance.

Compliance
Establishment of TCM and irbesartan after each visit will
be quantified in order to enhance medication compliance.
Participants whose compliance with TCM or irbesartan
is < 80% of the total dose will be considered to have
dropped out.

Adverse events
All adverse events related to TCM and irbesartan will be
reported to the ethics committee of the Teaching Hospital
of Chengdu University of Traditional Chinese Medicine
and also to each participating center in written case
report form. Safety will be monitored using routine
blood examination, liver and renal function, blood electro-
lytes and electrocardiogram (ECG). Other potential adverse
events will be clearly documented and followed up until
they are resolved or alleviated.

Sample size
Each arm will only include 12 subjects, for this is just a
pilot trial aimed at exploring some parameters for a
future clinical trial with a large sample size.

Ethics
The study protocol and the written informed consent
were approved by the Sichuan Regional Ethics Review
Committee on Traditional Chinese Medicine (2012KL-013).
Written informed consent will be obtained from each
patient.

Discussion
Many clinical trials have been carried out to evaluate the
efficacy of TCM for DN [14,15]. Liu et al. [16] systematic-
ally reviewed randomized controlled trials evaluating the
efficacy and safety of astragalus in the treatment of DN.
Their results included 33 RCTs and one quasi-RCT involv-
ing 2,356 patients and showed that it ‘had some effects on
the decrease of the 24-hour urinary albumin excretion rate
(UAER), 24-hour urinary protein, Scr, and BUN, and also
on the improvement of Ccr’ (p. 727). They concluded that
it ‘has some effect and is relatively safe in treating patients
with DN’. Another study [17] evaluated the efficacy and
safety of a TCM capsule, Xuezhikang, in the treatment of
DN. The results of meta-analyses showed that it ‘was super-
ior to routine treatment in decreasing 24-h urinary protein,
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microalbuminuria and UAER’. However, ‘due to a high
risk of selection bias and detection bias in the included
studies, the evidence is insufficient to determine the effect
of Xuezhikang’.
Obviously, it is notable that most published clinical

trials which assessed the efficacy of TCM on DN were of
poor methodology, and, therefore, their results have been
invalidated. It is necessary to carry out well-designed
clinical trials to provide sound evidence. The present
clinical study introduces those promising and classical herbs
and formulae into the treatment of microalbuminuria. To
make administration convenient, a TCM decoction will be
processed in the form of granules. The present trial is a
study of great value for it will provide important parameters
for a future randomized, placebo-controlled, clinical trial
with a large sample size.
Trial status
Patient recruitment for the trial is on-going. Data collection
will continue until the end of 2013.
Abbreviations
ACE: Angiotensin converting enzyme; ACR: Albumin-to-creatinine ratio;
ARB: Angiotensin II receptor blocker; BUN: Blood urea nitrogen; BP: Blood
pressure; Ccr: Clearance of creatinine; DN: Diabetic nephropathy; FPG: Fasting
plasma glucose; GFR: Glomerular filtration rate; HbA1c: Hemoglobin;
Scr: Serum creatinine; TCM: Traditional chinese medicine; UAE: Urinary
albumin excretion.
Competing interests
Xiang Tu and Sen Zhong are currently applying for patents concerning
Flastem Milkvetch Seed and Huang Qi Elixir formula for proteinuria/diabetic
nephropathy. The other authors declare they have no competing interests.
Authors’ contributions
XT and SZ conceived of the study. XT, FL, XFY, PF and FW designed the
study. JBJ named the formula. XT and JBJ drafted the manuscript. All authors
have read and approved the final manuscript.
Acknowledgements
The present study is supported by TCM for Prophylaxis and Treatment of
Major Diseases & Talents Training Project (2012-E-044). The funding body,
Administration of TCM of Sichuan played no role in the study. We thank all
the people who have been involved in our study.

Author details
1National Traditional Chinese Medicine Clinical Research Base/Teaching
Hospital of Chengdu University of Traditional Chinese Medicine (Traditional
Chinese Medicine Hospital of Sichuan Province), Chengdu, Sichuan Province
610072, China. 2Division of Nephrology, West China Hospital of Sichuan
University, Chengdu, Sichuan Province 610041, China. 3Private Practice, 453
Cerrillos Rd., Bldg. E, Santa Fe, NM 87501, USA. 4Department of Nephrology,
Teaching Hospital of Chengdu University of Traditional Chinese Medicine
(Traditional Chinese Medicine Hospital of Sichuan Province), Chengdu,
Sichuan Province 610072, China. 5Department of Gerontology, Teaching
Hospital of Chengdu University of Traditional Chinese Medicine (Traditional
Chinese Medicine Hospital of Sichuan Province), Chengdu, Sichuan Province
610072, China.

Received: 27 November 2012 Accepted: 3 July 2013
Published: 18 July 2013
References
1. Jie Z, Xiang HD: Epidemiological analysis for diabetic nephropathy

among patients with type 2 diabetes mellitus in Beijing City. Bull Med Res
2004, 33:10–12.

2. Wu CG: Basic Theory of Traditional Chinese Medicine. Shanghai: Publishing
House of Shanghai University of Traditional Chinese Medicine; 2006.

3. Murussi M, Murussi N, Campagnolo N, Silveiro SP: Early detection of
diabetic nephropathy. Arq Bras Endocrinol Metabol 2008, 52:442–451.

4. Fernandez-Juárez G, Barrio V, de Vinuesa SG, Goicoechea M, Praga M, Luño
J: Dual blockade of the renin-angiotensin system in the progression of
renal disease: the need for more clinical trials. J Am Soc Nephrol 2006,
17(Suppl 3):S250–S254.

5. Vejakama P, Thakkinstian A, Lertrattananon D, Ingsathit A, Ngarmukos C,
Attia J: Reno-protective effects of renin-angiotensin system blockade in
type 2 diabetic patients: a systematic review and network meta-analysis.
Diabetologia 2012, 55:566–578.

6. Zhang J, Xie X, Li C, Fu P: Systematic review of the renal protective effect
of Astragalus membranaceus (root) on diabetic nephropathy in animal
models. J Ethnopharmacol 2009, 126:189–196.

7. Hong XP, Zhang XZ, He XL, Huang XZ, Chen HR, Wang YZ: Effect of
Astragalus mongholicus on renal gene expression profile in mice with
diabetic nephropathy. Zhongguo Zhong Yao Za Zhi 2008, 33:676–680.

8. Hua F, Mo CW, Chen Qun XZW, Jing W, Hua C, Sun ZQ: A systematic
review of Traditional Chinese Medicine for the treatment of diabetic
nephropathy. J Jiangxi Univ TCM 2008, 20:45–48.

9. Duan FJ: Formulae of Traditional Chinese Medicine. Shanghai: Shanghai
Scientific & Technical Publishers; 2000:154–155.

10. Tang D, He B, Zheng ZG, Wang RS, Gu F, Duan TT, Cheng HQ, Zhu Q:
Inhibitory effects of two major isoflavonoids in Radix Astragali on high
glucose-induced mesangial cell proliferation and AGEs-induced
endothelial cells apoptosis. Planta Med 2011, 77:729–732.

11. Zhang YW, Wu CY, Cheng JT: Merit of Astragalus polysaccharide in the
improvement of early diabetic nephropathy with an effect on mRNA
expressions of NF-kappaB and IkappaB in renal cortex of streptozotoxin-
induced diabetic rats. J Ethnopharmacol 2007, 114:387–392.

12. Liu YH, Yang L, Liu J: Clinical observation on treatment of early diabetic
nephropathy by milkvetch injection combined with captopril.
Zhongguo Zhong Xi Yi Jie He Za Zhi 2005, 25:993–995.

13. Liu S, Tang LQ, Chen LM, Chen XQ, Zhang ST, Wei Y: Effect of compound
Rhizoma Coptidis capsule on expression of transforming growth
factor-beta1 and type IV collagen proteins in renal tissue of diabetic rats
with nephropathy. Zhongguo Zhong Yao Za Zhi 2008, 33:68–72.

14. Sun WS, Wu XL, Qiao CL: Clinical study on effect of tongluo capsule in
treating diabetic nephropathy caused chronic renal failure.
Zhongguo Zhong Xi Yi Jie He Za Zhi 2004, 24:704–706.

15. Bian F, Zhao P, Zhang Z: Clinical study on treatment of incipient diabetic
nephropathy by integrated traditional Chinese and Western medicine.
Zhongguo Zhong Xi Yi Jie He Za Zhi 2000, 20:335–337.

16. Liu YH, Tian HM: Effect of Astragaulus membranaceus on diabetic
nephropathy: a systematic review. Chin J Evidence-based Med 2007,
7:715–727.

17. Wang Feng WHM: Xuezhikang for diabetic kidney disease: a systematic
review of randomized controlled trials. Chin J Evidence-based Med 2009,
9:63–70.

doi:10.1186/1745-6215-14-223
Cite this article as: Tu et al.: ‘Huang Qi Elixir’ for proteinuria in patients
with diabetic nephropathy: a study protocol for a randomized
controlled pilot trial. Trials 2013 14:223.


	Abstract
	Background
	Methods/design
	Discussion
	Trial registration

	Background
	Objective

	Methods/design
	Design
	Participants and eligibility
	Inclusion criteria
	Exclusion criteria
	Recruitment
	Randomization and intervention
	Outcome measures
	Primary outcome
	Secondary outcomes

	Statistical methods
	Compliance
	Adverse events
	Sample size
	Ethics

	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


