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Abstract
Purpose The aim of the present work was to assess the
need for chiral bioanalytical methods in bioequivalence
studies.
Methods The samples from a bioequivalence study of two
ibuprofen 2% oral suspensions that had shown bioequivalence
for AUC and Cmax, but not for tmax (medians of 2.0 and

0.75 h) with a non-chiral method were assayed with a chiral
method to investigate whether there was an actual difference
in the rate of absorption within the limits of Cmax and AUC
bioequivalence.
Results The non-chiral method and the sum of concen-
trations of both enantiomers obtained with the chiral
method gave a similar outcome (90% CI Cmax non-chiral:
82.77–96.09, sum of enantiomers: 82.19–98.23; 90% CI
AUCt non-chiral: 107.23–115.49, sum of enantiomers:
105.73–121.35). However, the chiral method showed differ-
ences in AUC and Cmax that resulted in non-bioequivalence
for the individual enantiomers (90% CI Cmax S-ibuprofen:
76.05–91.36, R-ibuprofen: 87.84–113.05; 90% CI AUCt S-
ibuprofen: 96.67–105.86, R-ibuprofen: 118.86–142.24). The
differences in the pharmacokinetics of each enantiomer, and
thus in the enantiomer concentration ratio, were dependent
on the rate of absorption.
Conclusions Due to the fact that in bioequivalence studies
the rate of absorption of the new product is unknown, chiral
bioanalytical methods should be employed for chiral drugs,
such as ibuprofen, whose enantiomers exhibit different
pharmacodynamic characteristics and whose enantiomer
concentration ratio might be modified by the rate of
absorption, irrespective of whether the eutomer is the minor
enantiomer or the similarity of the pharmacokinetics of the
enantiomers at a given rate of absorption.

Keywords Ibuprofen . Bioequivalence . Enantiomers .

Chirality . Regulatory requirements

Introduction

The need for chiral bioanalytical methods in bioequivalence
studies is a controversial issue that has not been agreed upon
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by different regulatory agencies [1, 2]. The FDA Guidance
for Industry [2] recommends the measurement of the
racemate using a non-chiral assay for bioequivalence studies.
Measurement of individual enantiomers in bioequivalence
studies is only recommended when all of the following
conditions are met: (1) the enantiomers exhibit different
pharmacodynamic characteristics, (2) the enantiomers
exhibit different pharmacokinetic characteristics, (3) primary
efficacy/safety resides with the minor enantiomer, and (4)
non-linear absorption is present (as expressed by a change in
the enantiomer concentration ratio with change in the input
rate of the drug) for at least one of the enantiomers. In such
cases, bioequivalence criteria should be applied to the
enantiomers separately.

It is obvious that if enantiomers do not exhibit different
pharmacodynamic characteristics, chiral bioanalytical
methods are unnecessary. However, the other three
conditions are debatable or difficult to understand.

It has been shown previously that even when the active
(eutomer) and inactive enantiomer (distomer) exposure
ratio is near unity, the non-chiral bioanalytical method
may be biasing the results [3]. Obviously, if the eutomer
were the minor enantiomer, the bias would be greater, but it
does not mean that in other cases the bias is nonexistent.

The concept of non-linear absorption (expressed as a
change in the enantiomer concentration ratio with a change
in the input rate of the drug) has been confused frequently
with non-linear pharmacokinetics (e.g. as required in the
CPMP Notes for Guidance [1, 4]). Boni et al. [5] illustrated
with etodolac that this non-linear absorption may occur in
drugs with linear kinetics both for the racemic and the
individual enantiomers.

In addition, it must be taken into account that for those
drugs where a change in the rate of absorption produces a
change in the enantiomer concentration ratio, it could be
understood that these enantiomers exhibit different pharma-
cokinetic characteristics, at least at some rates of absorption.

The need for chiral bioanalytical methods in bioequivalence
studies has been discussed from a theoretical point of view [6],
or experimentally, changing the input rate artificially [5].
However, actual examples would be convenient to confirm if
chiral bioanalytical methods are necessary in bioequivalence
studies.

Ibuprofen is a chiral non-steroidal anti-inflammatory
drug with the S-enantiomer possessing most of the
beneficial anti-inflammatory activity [7]. Although enantio-
mer exposure ratio is near unity, the drug exhibits a complex
and marked stereoselectivity in its pharmacokinetics [8]. In
addition, according to the Biopharmaceutics Classification
System (BCS) [9, 10], ibuprofen is a highly soluble at
neutral pH class II drug with complete oral absorption, but
whose rate of absorption is highly dependent on formulation
and manufacturing factors [11, 12] or even on the interaction

with antacids [13]. In other words, due to its low solubility at
acidic pH, different formulations may show different in vivo
dissolution rates, which lead to different rates of absorption
[14]. For these reasons it was chosen as a model drug in a
previous [3] and the present work.

The aim of the present work was to challenge the
validity of the present regulatory requirements on chiral
bioanalytical methods in bioequivalence studies. For this
purpose, the samples from a bioequivalence study of two
ibuprofen 2% oral suspensions that had shown bioequiva-
lence for AUC and Cmax, but not for tmax, with a non-chiral
method, were assayed with a chiral bioanalytical method to
investigate an actual difference in rate of absorption within
the limits of Cmax and AUC bioequivalence.

Materials and methods

Study design

A randomized, open-label, single dose, balanced, two-way
crossover study was conducted with the approval of the
Ethical Committee (CEIC-IMAS) and the Spanish Agency
for Medicines and Health Care Products. Written informed
consent was obtained from subjects after explaining the nature
and purpose of the study. The 18 volunteers (nine males and
nine females) were non-smokers; were determined to be in
good health by physical examination, complete blood count,
urinalysis, and serum test on hepatic and renal function; and
refrained from taking any drug including OTC products for at
least 1 week prior to or during the study. After fasting
overnight for 8 h, a dose of 600 mg of ibuprofen 2%
suspension was orally administered with 220 mL of water,
either as a new test product (Laboratorios Gelos, Spain; batch:
R-002, content: 102%), or as the reference product (Dalsy,
Laboratorios Knoll, Spain; batch: R-50, content: 103%).
Blood was drawn before dosing and at 0.25, 0.5, 0.75, 1,
1.5, 2, 2.5, 3, 4, 6, 8, 10, 12 and 24 h after dosing through an
in-dwelling catheter placed in an antecubital vein in the
forearm. The blood samples were centrifuged, and the plasma
was collected and stored at −20°C until assayed. Seven days
after this first administration, the alternative formulation was
given to complete the sequence.

Assay procedure

Ibuprofen plasma concentrations were determined by the
sponsor following a validated non-chiral method already
described [15]. Subsequently, samples were assayed for
ibuprofen enantiomers using a chiral AGP-α1 column of
100×4 mm ID (Chrom Tech, Sweden) according to the
method previously published [3]. Ibuprofen enantiomers
were extracted from 0.6 mL of plasma (to which 0.15 mL
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of 3 N HCl was added) with 5 mL of cyclohexane. After
15 min of vortexing, the samples were centrifuged at
1,200 g for 5 min, and 3 mL of the organic phase was
separated. The organic extracts were evaporated to dryness
in a Savant Speedvac concentrator (Savant Instrument,
USA) at 45°C under vacuum. The residue was then
reconstituted with 1.5 mL of mobile phase and an aliquot
of 100 μL was injected into the HPLC.

The assay was performed with a modular Jasco (Japan)
liquid chromatograph equipped with a DG-2080-53 3-line
degasser, a LG 2080-02 ternary gradient unit, a PU-1580
pump, an AS2050 Plus autosampler (100 µl sampling loop)
and a UV-1575 UV-visible detector. Integration of the
peaks was performed with the program Borwin 1.5 for PC
(JMBS Developments). Separation and determination of the
proportions of R- and S-ibuprofen enantiomers were
achieved with a chiral AGP column and UV detection at
220 nm. The mobile phase was 990 mL phosphate buffer with
orthophosphoric acid (pH 6.9)/10 mL acetonitrile/204 μL N,
N-dimethyloctylamine at a flow rate of 1.5 mL/min.

Under these conditions R- and S-ibuprofen enantiomers
had retention times of 2.2 and 3.5 min respectively.
Resolution determined by the USP 29 method was of 2.1.
Figure 1 shows the chromatograms of standards of racemic
ibuprofen (Fig. 1a), pure S-ibuprofen (Fig. 1b) and a
representative test sample (Fig. 1c). Linearity of the method
was studied in the range between 0.25 and 30 μg/mL of R-
and S-ibuprofen (0.25, 0.5, 1, 5, 10, 15, 20 and 30 µg/mL)
using as reference compounds racemic ibuprofen and pure
S-ibuprofen supplied by Shasun (India). The results were
analysed by linear regression, and correlation coefficients
obtained were always at least 0.98 for both enantiomers.
The lower quantification limit was 0.25 μg/mL for both
enantiomers with relative standard deviation of 7.4 and
7.0% for the R- and S-ibuprofen enantiomers respectively.
Accuracy (tested at 1, 15 and 30 μg/mL) ranged from 96.2
to 102.4%. Inter-day precision during in-study validation
(tested at 0.75, 7.5 and 22.5 μg/mL) was not higher than

4.5 and 5.6% for the R- and S-enantiomers respectively.
Ibuprofen concentration data reported as racemic were
obtained as the sum of the two enantiomers.

Pharmacokinetics

The estimation of the pharmacokinetic parameters was
performed from the plasma concentration-time data by
non-compartmental analysis using WinNonlin Professional,
version 2.0 (Pharsight, USA). Cmax and tmax were obtained
directly from the plasma concentration-time data. The AUC
to the last time with measurable concentration (Ct) of the
analyte (AUC0-t) was estimated by using the linear
trapezoidal rule. The apparent elimination rate constant
(ke) was calculated by least squares log-linear regression
from data of the last sample time points of each plasma
concentration-time curve. The AUC extrapolated to infinity
AUC0�1ð Þ was determined by adding the extrapolated area
(Ct/Ke) to the AUC0-t.

Statistical analysis

The two-way analysis of variance (ANOVA) for crossover
design was used to assess the effect of formulations,
periods, sequences and subjects within sequence on
logarithmically transformed data of AUC0-t, AUC0�1 and
Cmax [16]. The parametric analyses of the data were
performed with WinNonlin Professional. The comparison
of enantiomers within each formulation was carried out
with a similar methodology, considering S-enantiomer as
test and R-enantiomer as reference.

Results

Figures 2 and 3 show the plasma concentration-time profile
of total ibuprofen (sum of S- and R-enantiomers) and that of
the S- and R-enantiomers of both formulations respectively.

Fig. 1 HPLC chromatograms of standard racemic ibuprofen (a), S-ibuprofen (b) and a representative test sample (c)
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The bioequivalence analyses based on the original non-chiral
bioanalytical method, the sum of the enantiomers and the
individual S- and R-enantiomers are summarised in Table 1.

The test product showed bioequivalence to the reference
product for Cmax and AUC when considering either the
non-chiral concentrations or the sum of enantiomers.
However, the Cmax of the eutomer (S-ibuprofen) and the
AUC of the distomer (R-ibuprofen) were not bioequivalent.

The mean relative bioavailability of the sum of enan-
tiomers of the test product was 13% higher for AUC and
10% lower for Cmax compared to the reference one, and
these differences were statistically significant since their
90% confidence intervals did not include 100%. The mean
relative bioavailability of the eutomer of the test product
was 1% higher for AUC and 17% lower for Cmax than the
reference one, and the difference was significant for Cmax.
Conversely, the mean relative bioavailability of the
distomer of the test product was 30% higher for AUC and
0.4% lower for Cmax, and the difference in AUC was
significant. Obviously, the point estimates of AUC and
Cmax of the racemate are located in between those of the
enantiomers.

The ratio of S-enantiomer to R-enantiomer in each
product for the main pharmacokinetic parameters, presented
in Table 2, shows that S-ibuprofen is the overall prevalent
enantiomer in plasma and those ratios were higher with the
reference product. Moreover, the S/R enantiomer ratio
changed over time and showed a different profile between
products, with higher eutomer/distomer ratio in the
formulation with the faster rate of absorption (Fig. 4).

Discussion and conclusions

The test product showed a slower rate of absorption, with
more than 30min delay in tmax, despite a similar Cmax, and its
marketing authorisation was rejected since, for ibuprofen,
onset of action is considered clinically important. However,
this criterion is somewhat subjective, and it might have been
approved since AUC and Cmax were bioequivalent, and
alternative metrics such as partial AUC [17] are not used due
to their high variability. Furthermore, if this drug had been
one for which onset of action was not clinically relevant, the
test product would have been approved based solely on
AUC and Cmax. Figure 3 and Table 1, however, show that
the difference in Cmax of the eutomer is larger and its 90%
confidence interval lies outside the bioequivalence limits,
which supports the rejection of the application. Importantly,
this illustrates that even when Cmax is equivalent there is
room for large differences in rate of absorption because Cmax

is not a sensitive metric for detecting differences in rate of
absorption [18, 19]. These differences in rate of absorption
may produce very different enantiomer ratios in products
containing drugs with non-linear absorption as defined by
the FDA [2].

Interestingly, the AUCs of the eutomer (S-ibuprofen) were
more similar between products, but the AUCs of the
distomer (R-ibuprofen) were more different when compared
with the original non-chiral analysis or the sum of
enantiomers. This could be considered as clinically irrelevant
but shows a different biopharmaceutical quality.

The logical observation that the point estimates of the
sum of enantiomers is between the point estimates of the
enantiomers demonstrates again [3] that the results of
chiral assay may be biased even when the eutomer is not
the minor one. The difference in eutomer exposure is
detected with less accuracy by non-chiral assay. This 6.5%
shift in the Cmax point estimate changed the conclusion of
the study despite the fact that the eutomer is the
enantiomer with a higher exposure (20% in case of the
generic and 50% in case of the reference since it is
formulation dependent). The failure to conclude equivalence
does not seem to be due to a higher variability since the
range of the 90% CI of Cmax is similar. In summary, data
generated using non-stereospecific assays may not be
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Fig. 3 Mean plasma concentration-time curve (n=18) of ibuprofen
enantiomers after oral administration of 600 mg of ibuprofen in the
reference and test formulations. Vertical bars show standard error of
the mean
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Fig. 2 Mean plasma concentration-time curve (n=18) of racemic
ibuprofen after oral administration of 600 mg of ibuprofen in the
reference and test formulations. Vertical bars show standard error of
the mean
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extrapolated to explain the exposure of the individual
enantiomers [20].

Table 2 illustrates the concept of an enantiomer exposure
ratio that is formulation dependent or absorption rate
dependent. The S/R AUC ratio showed a 34% difference
(154 vs. 120%) and the S/R Cmax ratio a 20% difference (121
vs. 101%) between products. In our previous study [3]
differences were smaller, 10% in AUC (123 vs. 114%) and
6% in Cmax (112 vs. 106%).

This study reminds that it is important to distinguish
between non-linear kinetics (dose- or time-dependency) and
non-linear absorption, as defined by the FDA [2], which
may occur even in cases of linear kinetics, since ibuprofen
shows non-linear kinetics due to saturation of protein
binding only at doses greater than 600 mg. However, the
inversion of R-ibuprofen to S-ibuprofen [21] is responsible
of this non-linear absorption. This is consistent with the
observations by Boni et al. [5], who showed that non-linear
absorption may occur in a drug with linear pharmacokinetics
in both the racemate and the individual enantiomers such as
etodolac.

It could be considered that ibuprofen enantiomers show
similar pharmacokinetic characteristics based on selected
literature data. For example, in our previous work the S/R
ratio was shown to be bioequivalent in that reference
formulation (Neobrufen 600 mg tablet) [3]. However, in the
present study, the reference product (Dalsy 100 mg/5 mL
oral suspension) showed a point estimate of 121% for Cmax

and 154% for AUC, suggesting that the kinetics was not
similar between the two enantiomers. Therefore, the similarity
of pharmacokinetics between enantiomers should not be
considered a compelling justification to use non-chiral
bioanalytical methods, unless this similarity is thoroughly
proven at a large range of different absorption rates.

Based on the results of this investigation it can be
concluded that only two of the four FDA conditions have
to be fulfilled to require a chiral bioanalytical method in
bioequivalence studies. Measurement of individual enan-
tiomers in bioequivalence studies should be recommended
when (1) the enantiomers exhibit different pharmacodynamic
characteristics, and (2) non-linear absorption is present, as
expressed by a change in the enantiomer concentration ratio

Table 1 Results of the bioequivalence analyses of test and reference formulations obtained by non-chiral bio-analytical method and chiral bio-
analytical method (S- and R-ibuprofen)

Non-chiral Sum of enantiomers S-enantiomer R-enantiomer

AUC0-t, point estimate (%) 111.29 113.27 101.16 130.03

AUC0-t, 90% CI (%) 107.23–115.49 105.73–121.35 96.67–105.86 118.86–142.24a

AUC0�1, point estimate (%) 111.39 113.32 101.57 129.06

AUC0�1, 90% CI (%) 107.29–115.65 105.98–121.17 97.18–106.16 118.19–140.92a

Cmax, point estimate (%) 89.18 89.85 83.36 99.65

Cmax, 90% CI (%) 82.77–96.09 82.19–98.23 76.05–91.36a 87.84–113.05

tmax of the test (h) 2.0 2.5 2.5 2.25

tmax of the reference (h) 0.75 0.875 1 0.75

Test/reference ratios for AUC and Cmax based on log-transformed data are expressed as percentages
a Non-bioequivalent results

Table 2 AUC and Cmax data comparison regarding the enantiomer
and drug formulation

S/R ratio
in test

S/R ratio
in reference

AUC0-t, point estimate (%) 120.71 154.39

AUC0-t, 90% CI (%) 113.51–128.37 146.13–163.12

AUC0�1, point estimate (%) 122.38 154.58

AUC0�1 , 90% CI (%) 115.24–129.95 146.28–163.35

Cmax, point estimate (%) 101.05 121.38

Cmax, 90% CI (%) 95.48–106.93 114.95–128.18

tmax of S-enantiomer (h) 2.50 1.00

tmax of R-enantiomer (h) 2.25 0.75
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Fig. 4 Mean S/R enantiomer plasma concentration ratio-time curve
(n=18) after oral administration of 600 mg of ibuprofen in the
reference and test formulations (calculated as mean of the individual
ratios per time-point). Vertical bars show standard error of the mean
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with change in the input rate of the drug, for at least one of
the enantiomers.

Acknowledgements This work was partially supported by a grant of
the Complutense University and Santander to the research group
910939.

Conflict of interest None

References

1. Committee for Proprietary Medicinal Products (2001) Note for
guidance on the investigation of bioavailability and bioequivalence.
26-7-2001. EMEA, London

2. US Department of Health and Human Services, Food and Drug
Administration Center for Drug Evaluation and Research
(CDER) (2003) Guidance for industry. Bioavailability and
bioequivalence. Studies for orally adminsitered drug products—
general considerations. FDA CDER, Silver Spring, MD

3. Garcia-Arieta A, Abad-Santos F, Rodriguez-Martinez MA, Varas-
Polo Y, Novalbos J, Laparidis N, Gallego-Sandin S, Orfanidis K,
Torrado J (2005) An eutomer/distomer ratio near unity does not
justify non-enantiospecific assay methods in bioequivalence
studies. Chirality 17(8):470–475

4. Committee for Proprietary Medicinal Products (CPMP) (1993)
Note for guidance on the investigation of chiral active substances.
EMEA, London

5. Boni JR, Korth-Bradley JM, Richards LS, Chiang ST, Hicks DR,
Benet LZ (2000) Chiral bioequivalence: effect of absorption rate
on racemic etodolac. Clin Pharmacokinet 39(6):459–469

6. Mehvar R, Jamali F (1997) Bioequivalence of chiral drugs.
Stereospecific versus non-stereospecific methods. Clin Pharmaco-
kinet 33(2):122–141

7. Geisslinger G, Stock KP, Bach GL, Loew D, Brune K (1989)
Pharmacological differences between R(−)-and S(+)-ibuprofen.
Agents Actions 27(3–4):455–457

8. Jamali F, Singh NN, Pasutto FM, Russell AS, Coutts RT (1988)
Pharmacokinetics of ibuprofen enantiomers in humans following
oral administration of tablets with different absorption rates.
Pharm Res 5(1):40–43

9. Amidon GL, Lennernas H, Shah VP, Crison JR (1995) A
theoretical basis for a biopharmaceutic drug classification: the

correlation of in vitro drug product dissolution and in vivo
bioavailability. Pharm Res 12(3):413–420

10. Lobenberg R, Amidon GL (2000) Modern bioavailability,
bioequivalence and biopharmaceutics classification system. New
scientific approaches to international regulatory standards. Eur J
Pharm Biopharm 50(1):3–12

11. Lindenberg M, Kopp S, Dressman JB (2004) Classification of
orally administered drugs on the World Health Organization
model list of essential medicines according to the biopharma-
ceutics classification system. Eur J Pharm Biopharm 58(2):
265–278

12. Potthast H, Dressman JB, Junginger HE, Midha KK, Oeser H,
Shah VP, Vogelpoel H, Barends DM (2005) Biowaiver
monographs for immediate release solid oral dosage forms:
ibuprofen. J Pharm Sci 94(10):2121–2131

13. Parojcic J, Corrigan OI (2008) Rationale for ibuprofen co-
administration with antacids: potential interaction mechanisms
affecting drug absorption. Eur J Pharm Biopharm 69(2):640–647

14. Fornasini G, Monti N, Brogin G, Gallina M, Eandi M, Persiani S,
Bani M, Della PC, Zara G, Strolin BM (1997) Preliminary
pharmacokinetic study of ibuprofen enantiomers after administration
of a new oral formulation (ibuprofen arginine) to healthy male
volunteers. Chirality 9(3):297–302

15. Farré M, Roset PN, Pascual JA, Abanades S, Manoyo E, Álvarez
Y, Baena A (2005) Study on the bioavailability in extent and rate
of ibuprofen tablets. Reumatol Clin 1(3):155–160

16. Chow SC, Liu JP (2000) Design and analysis of bioavailability
and bioequivalence studies, 2nd edn. Marcel Dekker, New
York

17. Chen ML, Lesko L, Williams RL (2001) Measures of exposure
versus measures of rate and extent of absorption. Clin
Pharmacokinet 40(8):565–572

18. Ring A, Tothfalusi L, Endrenyi L, Weiss M (2000) Sensitivity of
empirical metrics of rate of absorption in bioequivalence studies.
Pharm Res 17(5):583–588

19. Rostami-Hodjegan A, Jackson PR, Tucker GT (1994) Sensitivity
of indirect metrics for assessing “rate” in bioequivalence studies—
moving the “goalposts” or changing the “game”. J Pharm Sci 83
(11):1554–1557

20. Mehvar R (1994) Input rate-dependent stereoselective pharma-
cokinetics: effect of pulsatile oral input. Chirality 6(3):185–195

21. Brocks DR, Jamali F (1999) The pharmacokinetics of ibupro-
fen in humans and animals. In: Rainsford KD (ed) Ibuprofen.
A critical bibliographical review. Taylor & Francis, London, pp
90–142

604 Eur J Clin Pharmacol (2010) 66:599–604


	Rationale and conditions for the requirement of chiral bioanalytical methods in bioequivalence studies
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Study design
	Assay procedure
	Pharmacokinetics
	Statistical analysis

	Results
	Discussion and conclusions
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /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

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /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 /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


