Renal Response to Egg White Protein Loading in
Healthy Young Adults

Anyanee Burodom PhD*

* Division of Physiology, Institute of Preclinical Science, Faculty of Medicine, Thammasat University, Prathumthani, Thailand

Background: Renal disease has progressively affected Thai people. Protein diet has been well documented to induce renal
hyper-filtration. Therefore, recommendation to patients with kidney disease should be clear. Egg white is indicated as
complete protein. However, comparative study of its effect on renal function with protein of animal meat has been rarely
reported.

Objective: Evaluate renal response to egg white protein load as compared to chicken protein load.

Material and Method: High protein loading from different sources was evaluated in 11 healthy volunteers. They were
enrolled in two separate experiments conducted within I-week interval. Baseline GFR was examined by 24 hour C _before
each protein challenge. Then the subject randomly received a protein rich meal of 0.8 g/Kg.BW of steamed egg white or boiled
chicken breast. The spot C  was performed every 60 minutes for 3 hours for finding peak GFR after high protein intake.
Results: Baseline GFR of both experiments was not different. After two protein meals, GFR was significantly increased and
reached the peak values at 60 minutes. There was no difference of peak GFR between both protein sources. The renal reserve
was indicated as 64% and 58% increments from baseline values in egg white and chicken protein respectively.
Conclusion: In normal subjects, egg white protein stimulated as high renal response as chicken protein when challenged with

the same amount of protein.
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Glomerular filtration rate (GFR) is a good
indicator for overall renal function. However, its value
is altered between individual according to several
physical differences e.g. age, gender, body size and
pregnancy®. Normal variation of dietary protein intake
also affects the individual GFR. There is a considerable
difference in habitual dietary protein consumption
among people around the world. This contributes to
changes of resting GFR of those in discrete areas. The
previous investigations have indicated that low protein
intake caused lower GFR when compared to normal or
high protein intake®*. Additionally, decrease in GFR
was also reported in people who consume a vegetarian
diet or patients with malnutrition and renal disease®>©.
An acute oral protein load or intravenous amino acid
infusion has been recognized to enhance renal function
in both humans and animals®”®. The increment of GFR
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on high protein challenge is due to physiological
reactions of a kidney containing renal reserve®. The
decrement and loss of renal reserve were revealed in
patients with renal damage®®.

Various sources of protein have been used to
evaluate renal reserve such as meat, poultry and plant.
Animal meat protein has been reported to significantly
increase GFR, while that from plants showed
inconclusive responses!'®'V. Egg is an inexpensive
source of high quality protein. People can easily
access it. Thus, it is recommended for patients with
some renal diseases. However, the performance on renal
stimulation has rarely been reported and a comparative
study to other protein sources in the same group of
subjects has not been done. The present study was
aimed to examine the effect of egg white protein loading
on renal response compared to animal meat protein
loading and to report as renal reserve.

Material and Method

The present study protocol was approved by
the Intuitional Review Broad of Human Research Ethics
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Committee of The Faculty of Medicine, Thammasat
University.

Subjects

Eleven healthy volunteers participated in the
present study, five males and six females, age range
from 21 to 28 years. All of them gave their signed
consents before enrolling in the present study. The
participants had good nutritional status. None of them
had a history of diabetes mellitus, renal diseases,
hypertension, heart disease or other diseases. No
medication was allowed for two weeks prior to or
during the present study.

Protocols

All subjects were enrolled in two experiments
of high protein loading, which were done within one-
week interval. Egg white and chicken breast were
used as sources of high protein tests. Baseline GFR
evaluation was performed by 24 hour-endogenous
creatinine clearance (C_) starting one day before each
protein loading.

At 8 am of the experimental day, the subject
arrived at the laboratory after fasting over night. After
resting for at least 10 minutes, the blood pressure,
weight and height were measured. They were asked to
void the last aliquot of 24 hour urine collection as
complete as possible. After that, the first venous blood
collection was performed at peripheral superficial
vein of a forearm. The heparin solution (Heparin:
NSS 0.9%; 1:10 v/v) was applied to the blood vessel
in order to avoid vessel blockage. The level of
creatinine in both urine and serum were evaluated to
calculate the 24 hour C_ and blood chemistry data.

After the first blood collection, subjects were
derived a high protein meal as breakfast. The protein
was prepared in the form of steamed egg white or
boiled chicken breast given in the dose of 0.8 g/Kg.BW.
The subject was requested to complete the meal within
10 minutes. To encourage urine output during the
experimental period, 10 ml/Kg.BW of water were
given to the subject as starting hydration. Blood
samples were obtained from the kept vein and urine
samples were collected by spontaneous voiding
every 60 minutes for 3 hours. These will be further
used for chemical analysis to find peak GFR after
protein rich meal. The urine volume was measured and
the same amount of water was replaced orally to
stimulate the next urine excretion. In order to avoid the
effect of posture on changes of renal hemodynamic,
the subject was asked to stay in supine position
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throughout the experimental period except for urine
voiding.

Laboratory analysis

Triglyceride, cholesterol, blood urea nitrogen
and creatinine in serum and urine were analyzed by
standard reactions performed by auto-analyzer of a
commercial company.

The GFR analysis was assessed by using
endogenous creatinine clearance. The calculation was
carried out by using the following equation.

C,=Uxv
P

U = creatinine concentration in urine (mg/dl)

V =urine flow rate (ml/min)

P = creatinine concentration in plasma (mg/dl)

where

The body surface area (BSA) of the subject
was obtained by using the standard normogram that
determines BSA from height and weight.

The calculated GFR was corrected to the
standard surface area of 1.73 m?.

The peak GFR was obtained from the highest
C,, after protein loading.

The renal reserve was calculated as the
difference between peak and baseline GFR.

Statistical analysis

All data are expressed as mean + SEM. The
Student paired and unpaired t-test were used to evaluate
the difference of C_ within the same group at different
time periods and between groups of the same time
period respectively. p-value < 0.05 was accepted as
statistical significance difference.

Results

The clinical and biochemical parameters of 11
volunteers are shown in Table 1. The mean age of the
healthy young adults was a 23.36 + 0.71 year ranging
from 21-28 years. The mean weight and height were
56.27+2.75 Kgand 165.09 +2.57 cm respectively. The
average body surface area presented as 1.61 + 0.05 m>.
They are all in normotensive conditions during the time
course of study with the average SBP as 105.64 +1.72
mmHg and DBP as 67.82 + 1.80 mmHg. Biochemical
parameters were observed in the group of subjects.
The mean value of serum cholesterol level was 169.82 +
10.22 mg/dl and fasting glucose level was 75.36 +2.13
mg/dl. These results indicated that all participants were
healthy during participation in the present study.
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Table 1. Clinical characteristics and biochemical parameters
of all 11 healthy volunteers

Mean + SEM Range

Age (year) 2336+ 0.71 21-28
Weight (Kg) 56.27+2.75 44-72
Height (cm) 165.09 +2.57 154-177
BSA (m?) 1.61+ 0.05 1.39-1.88
SBP (mmHg) 105.64 + 1.72 100-112
DBP (mmHg) 67.82+1.80 60-80
Cholesterol (mg/dl) 169.82 + 10.22 116-210
Hect (%) 4191+ 1.20 38-49
FBS (mg/dl) 7536+ 2.13 70-86

SEM = standard error of mean; BSA = body surface area;
SBP = systolic blood pressure; DBP = diastolic blood
pressure; FBS = fasting blood sugar

Table 2 and Fig. 1 show the serial changes of
GFR before and after protein loading. In the period
prior to protein challenge (baseline), there was no
difference in GFR of two protein sources. The values
between egg white and chicken meals were 96.22 +4.13
and 93.98 +5.14 ml/min/ 1.73 m? (p > 0.05) respectively.
After protein load, GFR increased significantly
throughout the course of the present study. The
highest GFR was observed 1 hour after the meals and
were similar in both protein sources. After that, the
renal response decreased progressively to a level
significantly higher than that of baseline value of each
experiment. The values of baseline and peak GFR for
egg white was 96.22 +4.13 vs. 157.50+4.63 ml/min/1.73
m? (p <0.001) and for chicken was 93.98 + 5.14 vs.
148.56 + 3.04 ml/min/1.73 m? (p <0.001). Two protein
sources stimulated high renal reserve. The values of
egg white and chicken were 61.28 and 54.58 ml/min/
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Fig. 1 Changes of GFR before and after high protein
challenge (opened square for egg white and closed
square for chicken); The data are shown as mean +
SEM. *** p <0.001 vs. baseline values

1.73 m? or 64% and 58% increment of baseline values
respectively.

High protein challenge also caused
progressively increased urinary urea excretion (Fig. 2).
The peak times of both protein loads were observed at
3 hours after the meals. The values of baseline and
peak for egg white were 370.21 + 51.53 vs. 643.50 +
62.65 (p<0.01) and for chicken were 332.70 + 33.66 vs.
717.59 +51.33 (p <0.001) respectively. There was no
difference of urea excretion rate between two protein

Table 2. Alteration of GFR before and after protein ingestion (ml/min/1.73 m?) (n=11)

Time (hour)

Baseline 15 hour 2 hour 3 hour
Egg white 96.22 +4.13 157.50 + 4.63%** 137.00 + 6.38*** 124.62 + 2.94%**
RR (ml/min/1.73 m?) 61.28
Chicken 9398 +5.14 148.56 + 3.04%** 134.26 + 3.63%** 125.77 + 5.22%**
RR (ml/min/1.73 m?) 54.58

Data are depicted as mean + SEM
RR =renal reserve

**% p <0.001 compared with baseline value of each experiment
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Fig. 2 Changes of urinary urea excretion rate before and
after protein loading, egg white (triangle) and chicken
(square). The values are shown as mean + SEM,
**p <0.01, *** p <0.001 vs. baseline values

meals within the same time period. These results
indicated that high protein intake causes an elevated
load of urea excretion to the kidney.

Discussion

Increased renal response to an acute oral
protein load or amino acid infusion was extensively
reported". The postprandial increase in GFR was
recognized with the increment of plasma amino acid
concentration, renal plasma flow and decrement of renal
vascular resistance®'>'¥. It has been suggested that
some amino acids for example glycine, alanine and
arginine are important for augmented renal
hemodynamic to a large protein meal'. Therefore,
increased serum amino acid level, especially some
important amino acids, is responsible for renal effect of
protein challenge. However, the mechanism enhancing
GFR is not clearly explained. It could mediate renal
hyper-filtration by both direct and indirect mechanisms.
An augmentation of plasma levels of some blood-
borne factors induced by a rich protein meal such as
glucagon, growth hormone and prostaglandins
was indicated as a factor affecting to increased renal
hemodynamics'*'9. Several lines of evidence have
suggested that glucagon is important for renal
hyperfiltration following protein or amino acid
challenges because the investigations in both humans
and animals showed that its peak serum level was
observed at the same time of increased renal blood
flow and renal hyper-filtration*'"!®. Furthermore, renal
effect of protein meal was suppressed by infusion of
somatostatin, an inhibitory peptide of glucagon'?.
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The previous studies have indicated that
peak time of postprandial GFR varied from 30 minutes
to 3 hours after the meal and there is no definitely
normal value of renal reserve®®'?. The variation
depends on the method of study, amount and type of
protein load, amount of daily protein intake and
functional status of the subject’s kidney or residual
nephron. The healthy kidney indicates high renal
reserve.

Egg white contains wonderful protein that
mostly constituents albumin, a small amount of fat and
no cholesterol®2Y, In the present study, egg white
protein stimulated renal response as high as chicken
protein. This finding is different from that reported
by Nakamura and colleagues in 1990. They loaded
0.7 g/Kg.BW of egg white protein to normal subjects
whose mean age was 49 years and claimed that this
kind of protein could not enhance GFR to a significant
degree!'?. It was suggested that age is related to renal
function. The GFR is reduced 10% for a decade after
the age of 30 years without renal reserve increment".
Therefore, age may be a factor affecting to renal
response to protein loading in that case. In addition,
the process of protein cooking may cause the loss of
some amino acids that could be significant to increased
renal hemodynamics after the protein meal*".

The renal effect of each protein depends
mostly on amino acid constituent that modulates
renal blood flow!"). Egg white contains a high amount
of important amino acids relating to increased renal
hemodynamics. This is supported by the analyzing
data of amino acid content from different protein
sources performed by The Ministry of Public Health of
Thailand, which shows that one gram of protein from
egg white and chicken meat contains more or less the
same amount of arginine, glycine and alanine®. As
egg white protein is easily digested and absorbed in
the GI tract, the peak GFR was observed within an hour
and similar to that of chicken. It could be expected that
there was no delay of protein assimilation. Therefore,
plasma amino acid level was increased to the high level
and renal hemodynamic was modulated.

Nakamura et al have additionally reported the
effect of egg white protein on plasma glucagon, which
was done in healthy subjects whose age ranged
between 23 and 28 years. They found that 0.7 g/Kg.
BW of egg white protein load significantly augmented
plasma level of glucagon and peaked at one hour after
ameal'?. Unfortunately, the renal effect of that protein
was not evaluated in this group of subjects. Together
with the finding of the present study, it is possible to
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be assumed that glucagon could be a candidate of
important mediators responsible for renal effect of
egg white protein. However, changes in renal hemo-
dynamics and plasma glucagon of egg white protein
challenge are needed to be evaluated in the same group
of subjects. Finally, the renal reserve of both protein
loads was similar and presented in a considerable
degree. This indicates the same quality of both protein
sources in renal stimulation and high performance of
the subject’s kidney.

Conclusion

In healthy young adults, egg white protein,
when used in the same amount of protein load, can
stimulate a similar degree of renal response as chicken
protein did. It should be a protein source of choice
used for renal functional test, especially in the people
who omit animal meat in their diet e.g. ovovegetarian.
However, egg white is not the major source of habitual
dietary protein. People may consume 6-12 gram of
protein from one or two eggs/day, so it may share less
effect on resting GFR. This would be a benefit for
use in patients whose protein diet is restricted to
reduce progression of renal disease.

Acknowledgements

This study was supported by a Young
Researcher Grant of Thammasat University,
Prathumthani, Thailand. The author wishes to thank
Ms. Sasipim Pairojkittikul and Mr. Vinij Lhonglalerng,
nurses of Nephrology and Dialysis Unit and Coronary
Care Unit of Thammasat Hospital, Thammasat
University, for their technical assistances in blood
collection.

References

1. King AJ, Levey AS. Dietary protein and renal
function. J Am Soc Nephrol 1993; 3: 1723-37.

2. Bosch JP, Saccaggi A, Lauer A, Ronco C,
Belledonne M, Glabman S. Renal functional
reserve in humans. Effect of protein intake on
glomerular filtration rate. Am J Med 1983; 75:
943-50.

3. Viberti G, Bognetti E, Wiseman MJ, Dodds R,
Gross JL, Keen H. Effect of protein-restricted
diet on renal response to a meat meal in humans.
AmJ Physiol 1987;253 (3 Pt2): F388-93.

4. Wiseman MJ, Hunt R, Goodwin A, Gross JL, Keen
H, Viberti GC. Dietary composition and renal
function in healthy subjects. Nephron 1987; 46:
37-42.

828

10.

11

12.

13.

14.

15.

16.

17.

Ichikawa I, Purkerson ML, Klahr S, Troy JL,
Martinez-Maldonado M, Brenner BM. Mechanism
of reduced glomerular filtration rate in chronic
malnutrition. J Clin Invest 1980; 65: 982-8.
DeSanto NG, Capasso G, Anastasio P, Coppola S,
Policastro M, Bellini L, et al. Renal functional
reserve in children with and without renal disease.
Nephron 1991; 59: 1-6.

ter Wee PM, Geerlings W, Rosman JB, Sluiter W1J,
van der Geest S, Donker AJ. Testing renal reserve
filtration capacity with an amino acid solution.
Nephron 1985;41:193-9.

Hostetter TH. Human renal response to meat meal.
Am J Physiol 1986;250 (4 Pt2): F613-8.

Bosch JP, Lauer A, Glabman S. Short-term protein
loading in assessment of patients with renal
disease. Am J Med 1984; 77: 873-9.

Nakamura H, Yamazaki M, Chiba Y, Tamura N,
Momotsu T, Ito S, et al. Glomerular filtration
response to acute loading with protein from
different sources in healthy volunteers and
diabetic patients. Tohoku J Exp Med 1990; 162:
269-78.

Orita Y, Okada M, Harada S, Horio M. Skim soy
protein enhances GFR as much as beefsteak
protein in healthy human subjects. Clin Exp
Nephrol 2004; 8: 103-8.

Molina E, Herrera J, Rodriguez-Iturbe B. The
renal functional reserve in health and renal
disease in school age children. Kidney Int 1988;
34:809-16.

Simon AH, Lima PR, Almerinda M, Alves VF, Bottini
PV, de Faria JB. Renal haemodynamic responses
to a chicken or beef meal in normal individuals.
Nephrol Dial Transplant 1998; 13:2261-4.
Kontessis P, Jones S, Dodds R, Trevisan R,
Nosadini R, Fioretto P, et al. Renal, metabolic and
hormonal responses to ingestion of animal and
vegetable proteins. Kidney Int 1990; 38: 136-44.
Fioretto P, Trevisan R, Valerio A, Avogaro A,
Borsato M, Doria A, et al. Impaired renal response
to a meat meal in insulin-dependent diabetes: role
of glucagon and prostaglandins. Am J Physiol
1990; 258 (3 Pt 2): F675-83.

Giordano M, Castellino P, McConnell EL,
DeFronzo RA. Effect of amino acid infusion on
renal hemodynamics in humans: a dose-response
study. Am J Physiol 1994; 267 (5 Pt2): F703-8.
Premen AJ. Potential mechanisms mediating
postprandial renal hyperemia and hyperfiltration.
FASEBJ 1988;2: 131-7.

J Med Assoc Thai Vol. 93 No. 7 2010



18. Bergstrom J, Ahlberg M, Alvestrand A. Influence foods/search.php?
of protein intake on renal hemodynamics and 21. Bradley FA, King AJ. Egg basics for the consumer:

plasma hormone concentrations in normal packaging, storage, and nutritional information.
subjects. Acta Med Scand 1985; 217: 189-96. University of California: ANR Publication 8154
19. Friedlander G, Blanchet-Benque F, Nitenberg A, [database on the Internet]. 2008 [cited 2007
Laborie C, Assan R, Amiel C. Glucagon secretion Jan 31]. Available from: http://ucanr.org/freepubs/
is essential for aminoacid-induced hyperfiltration docs/8154.pdf
in man. Nephrol Dial Transplant 1990; 5: 110-7. 22. Department of Health Ministry of Public Health,
20. CalorieKing Wellness Solutions. Calories in eggs Thailand. Amino acid content of Thai foods.
[homepage on the Internet]. 2008 [2007 Jan 31]. Nonthaburi: Nutritional Division Department of
Available from: http://www.calorieking.com/ Health Ministry of Public Health, Thailand; 2001.

msaauauasradlananisnszaunlellsiuainlazaluauilsna

o

yayide ylsan

pavas: lwifaqulsaladuansenunedinaulnaiuiwios o uluwinsiuduaa1e1mslsdudug

Wun9auaes e aadunisuetuislsfunugyioalsa lnaassadananansenunanisnguged s

aouiemaneg lvadananimTullsduanysas usnisdnesiananaedae19 luuen1snseaunsmNTy

vl Fuiiguiulisduainidednoda luunwsvaguinin

Y ¢ = X = o = = o ' &y !

Ingilseasn: nsAnmilaasnaifauisunavesnsiulsenullsdugenundaunauainlsrouaziie(n

ABNITYINIUYEN L

JaguasIag: vinmaaeulueIaaiATIuIl 11 AL YIINIIENNAULITINNIYAAEY 2 AT Tnsdsses

N 1 dlam vnedadasinisnsesye launEinaIngnsInsssATaNAEY 24 Galue naunsmagey

aaglilsdy amiugsanadeazlasuerwislisiugeauia 0.8 nfuaminga 1 Alansu awou 1 Ja 49
= ' = = =& 'z ax ! S o o =

wisgnanlyaatdean vie eenlnanlagdinisgu aaniudinensinisnsesredlanfussazyn 60 w1

Anmanuugg 3 1l

wan1gAN®I: B51510190589984 Imrnizinneaunsmaaeuads s wivasveda luuana iy vaalasy

819117 [1/7AUGIRINADIUNAIUAT WLIIBATINITNTANTN FIANTURE NANEIAATY UALANGIAATIIAT 60 W7

laudanluusnaedy wuarlywranszgunisaiuredlalaedainia9a19e90Ty 64% 8904290
' &y 'a ' o o e o

aouiida indarmasdiseanly 58% w1e99n4ein

agil: lupuilsnalilsfuainlayraddnaninlunisnszgulalagamiivuldsduaindeln delanaasy

TutfFannunaniu

J Med Assoc Thai Vol. 93 No. 7 2010 829




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 best suited for high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


