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Detection of drug effects on gastric emptying
and contractility using a wireless motility capsule
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Abstract

Background: A wireless motility capsule is a new method for ambulatory assessment of transit times and motility
throughout the gastrointestinal tract. The objective of this study was to evaluate the ability of a wireless motility
capsule to detect drug effects on gastric emptying time (GET) and gastric contractility.

Methods: 15 healthy adults were administered in random order saline, erythromycin IV 150 mg, or morphine IV
0.05 mg/kg BW. Subjects ate a standard meal after each infusion, and subsequently ingested the motility capsule.
Data were recorded for 8 hours, and the results were analyzed using the manufacturer’s software.

Results: GET was significantly faster after erythromycin than either saline or morphine. Morphine tended to delay
emptying of the capsule compared to saline. There was a trend toward a greater frequency of gastric contractions with
erythromycin and a reduced frequency of gastric contractions with morphine that did not reach statistical significance.

Conclusions: A wireless motility capsule successfully detected acceleration of gastric emptying induced by
erythromycin, and retardation of gastric motility caused by morphine. These results indicate that a wireless motility
capsule is a promising technique to assess pharmacologic effects on gastric transit and contractility and aid in
development of drugs for gastric motor disorders.
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Background
Disorders of gastric motility are commonly encountered
in clinical practice. Gastroparesis results from a variety
of neuropathic and myopathic disorders, most commonly
diabetes mellitus, post-gastric or esophageal surgery, or as
an idiopathic abnormality often following a viral infection
[1]. Delayed gastric emptying also occurs in some patients
with gastroesophageal reflux disease and functional dys-
pepsia [2]. Accelerated gastric emptying may result from
gastric surgery, causing the dumping syndrome, and also is
observed early in the course of diabetes [3,4]. Both delayed
and accelerated gastric motility can significantly interfere
with a patient’s quality of life. Upper gastrointestinal symp-
toms such as nausea, vomiting, and abdominal pain are
frequent side effects of many medications, and may be due
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in part to drug effects on upper gastrointestinal tract tran-
sit and contractility. Evaluation of gastric motility is usually
performed by gastric scintigraphy or 13C-labeled acetate
and octanoic acid breath tests [5]. Gastric scintigraphy in-
volves a 12-hour fast and subsequent ingestion of a stan-
dardized meal labeled with a radioactive isotope. Imaging
of the radio-labeled meal tracks its course throughout the
upper gastrointestinal tract. Studies have shown that the
test should be conducted for 4 hours to optimize the abil-
ity to distinguish normal from delayed gastric emptying
[6]. The exposure of volunteer subjects to the radioactive
meal and the need for access to nuclear medicine facilities
for a prolonged time can be problematic for drug develop-
ment research. The accuracy of the 13C -labeled acetate
and octanoic acid breath tests is comparable to scintig-
raphy, however the use of these tests is also restricted by
limited availability and expense of mass spectrometry re-
sources. A method to safely assess upper gastrointestinal
tract motility in ambulatory subjects would be of signifi-
cant benefit in the development of new treatments for
tral Ltd. This is an open access article distributed under the terms of the
/creativecommons.org/licenses/by/2.0), which permits unrestricted use,
, provided the original work is properly cited.
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gastric motor disorders and in the assessment of upper
gastrointestinal side effects of drugs in general.
In this study, we have tested the hypothesis that an am-

bulant wireless motility capsule (SmartPillR, SmartPillR

Corporation, Buffalo, NY) can detect changes in gastric
emptying and motor activity induced by moderate doses
of erythromycin and morphine.

Methods
Subjects
The subjects were 15 healthy adults, 12 males and 3 fe-
males ages 19 to 65. All subjects were evaluated with a
medical history, complete physical examination, electrocar-
diogram, complete blood count, comprehensive metabolic
panel, and thyroid stimulating hormone level prior to re-
ceiving any infusions. Pregnancy tests were performed in
females of child bearing potential prior to each infusion.
No smoking or alcohol use was allowed for at least 24
hours prior to each visit. Exclusion criteria included
chronic cardiovascular disease, chronic pulmonary dis-
ease, morbid obesity, sleep apnea, chronic gastrointes-
tinal or liver disease, history of gastrointestinal surgeries,
diabetes, hyperthyroidism, hypothyroidism, renal or urin-
ary tract disease, and pregnancy or lactation. Patients with
an allergy to any of the study medications or components
of the test meal and those taking medications which may
affect bowel motility (narcotics, anticholinergics, calcium
channel blockers) or gastric pH (proton pump inhibitors,
H2 receptor blockers) were also excluded.

Study protocol
The subjects were evaluated at the study center on three
different occasions separated by at least one week. In ran-
dom order, each subject was administered an intravenous
infusion of either 100 cc of saline (placebo), erythromycin
150 mg in saline, or morphine 0.05 mg/kg of body weight
in saline. Each infusion was given over a 20-minute period.
The doses of medication were selected to produce a mod-
erate effect on gastric emptying based on prior studies util-
izing other methods for studying gastrointestinal transit
[7,8]. Subjects were not aware of the infusion they received
on a given test day.
At the completion of the infusion, the subject ingested a

standardized meal consisting of a nutrient bar (SmartBarR)
that is composed of 66% carbohydrates, 17% protein, 2%
fat and 3% fiber. Subsequently, the subject ingested the ac-
tivated SmartPillR, which records pressure and pH data
and transmits it to a SmartPillR Data Receiver worn by the
patient. After capsule ingestion, the subjects were observed
in the study center for 8 hours, throughout which all data
were recorded. Six hours after capsule ingestion, each sub-
ject was allowed to drink 1 bottle of EnsureR nutritional
drink. Subjects either retrieved and returned the SmartPillR

capsule or had an abdominal x-ray in 1 week to document
capsule passage from the body. The protocol was approved
by the University at Buffalo and VA Western New York
IRBs. Written informed consent for participation in the
study was obtained from the subjects.
SmartPillR technology
The system includes a wireless motility capsule, data re-
ceiver, and data analysis software GIMS Data Viewer v.1.4
and SmartPill MotiliGI, which are provided by the manu-
facturer. The capsule size is 26 mm × 13 mm, similar to
the GivenR endoscopy capsule. The SmartPillR contains
sensors that measure pH, pressure, and temperature. pH
was measured every 5 seconds, and pH changes from 0.5
to 9.0 were detected with a sensitivity of ±0.5 pH units.
Pressure measurements from 0–350 mmHg were acquired
every 0.5 second, and temperatures from 25-49°C obtained
every 20 seconds. At the end of each 8-hour study period,
data were downloaded to a laptop computer for analysis.
Data analysis
Gastric emptying time (GET) was defined as the time from
capsule ingestion to an abrupt and sustained rise in pH ≥ 2
units from the lowest postprandial value to ≥ 4, which indi-
cates that the capsule exited the acidic gastric antrum and
entered the alkaline duodenum. The frequency, area under
the pressure curve (AUC) and motility index of contrac-
tions during capsule residence in the stomach were evalu-
ated using both 10 mmHg and 20 mmHg above baseline
as the minimal contraction threshold. The motility index
was calculated as described by Camilleri et al.: MI = Ln
(sum of pressure amplitudes * number of contractions +1)
[9]. The analyses of the GETs and motility data were per-
formed by investigators who were not aware of the test in-
fusion conditions.
Statistical analysis
GETs great than 6 hours, the time at which the nutri-
tional drink was given, were treated as censored in the
analysis, and estimates of mean and standard deviation
were based on an assumed normal-based model. Two-
sided exact sign tests which do not depend on the actual
GET values, but rather the relative ordering were used
to compare GETs between the three test infusions. In the
analysis of average gastric contractions a linear model was
utilized. The log transformation was first applied in order
to meet statistical assumptions. Once the model was fit,
specific linear contrasts based on the estimated model pa-
rameters were constructed and used to statistically com-
pare groups in a pairwise fashion. A nominal significance
level of 0.05 was used in all testing and all analyses were
carried out using SAS version 9.1.3 statistical software
(Cary, NC).



Table 1 Effects of erythromycin and morphine on mean
gastric emptying time

Drug Mean GET in hours ± SD

Erythromycin 2.07 (± 1.32)

Saline 3.38 (± 1.47)

Morphine 4.52 (± 1.55)
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Results
All 15 subjects completed the entire study, and were eval-
uated under all three experimental conditions. The sub-
jects experienced no adverse events from the study drugs,
and were unable to tell whether they were receiving saline,
erythromycin, or morphine.
Gastric emptying time
Table 1 shows the estimated mean GET in hours for each
study condition. In 6 of the 45 tests (2 saline, 1 erythro-
mycin, and 3 morphine), the capsule did not empty the
stomach within 6 hours, prior to ingestion of the liquid
formula meal. Although there were censored observations
present, the relative order of GETs for each subject under
the three test conditions was still identifiable. Differences
in GET between the conditions, therefore, were tested
via two-sided exact sign tests. After receiving erythro-
mycin, the subjects had a mean gastric emptying time of
2.07 hours, which was faster than the GET of 3.38 hours
after the saline infusion. In 13 of the 15 subjects, GET
was faster when the subject received erythromycin com-
pared to the saline placebo (p < 0.001, Figure 1). In con-
trast, mean GET after morphine administration was longer
Figure 1 Individual subject gastric emptying times after administratio
more rapid after erythromycin than saline in 13 of 15 subjects, p < 0.001.
than after saline, 4.52 hours versus 3.38 hours (Table 1). In
11 of the 15 subjects, GET was slower after the morphine
infusion than after saline (p = 0.11, Figure 2). The GET
after erythromycin was shorter than after morphine in 14
of 15 subjects (p <0.01), with a mean difference of almost 3
hours between the two medications (Table 1).

Contractility
The frequency of gastric contractions was assessed under
the three experimental conditions during the entire time
the motility capsule was in the stomach, up to a maximum
of 6 hours at which time the liquid nutritional formula was
ingested. Data were analyzed using both 10 mmHg and
20 mmHg above baseline as the minimum pressure thresh-
old for a contraction. With the 10 mmHg threshold there
was no significant effect of either erythromycin or mor-
phine on gastric contraction frequency (Table 2). Using the
20 mmHg threshold there was a trend for the frequency of
gastric contractions to be reduced with morphine com-
pared to either saline or erythromycin that did not reach
statistical significance (Table 2). Gastric contraction fre-
quency was lower with morphine than with either saline or
erythromycin in 10 of the 15 subjects. Gastric contraction
frequency after erythromycin administration was greater
than that seen with saline in 10 of the 15 subjects, but be-
cause of great variability in the contraction frequency ob-
served with erythromycin there was no statistical difference
in the mean values.
Using both a 10 mmHg and 20 mmHg contraction

threshold, neither erythromycin nor morphine had a sig-
nificant effect on area under the pressure curve or motil-
ity index.
n of saline or erythromycin. Gastric emptying of the capsule was



Figure 2 Individual subject gastric emptying times after administration of saline or morphine. Gastric emptying of the capsule was slower
after morphine than saline in 11 of 15 subjects, p = 0.11.
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Discussion
A wireless motility capsule is being increasingly used for
the assessment of transit time and motility throughout
the gastrointestinal tract. The capsule contains pH, tem-
perature, and pressure sensors that permit detection of
emptying of the capsule from the stomach into the duo-
denum, transition from the ileum to the right colon [10],
and exit from the body, as well as assessment of contrac-
tions in different segments of the gastrointestinal tract.
Previous studies have shown a good correlation between
gastric emptying of a radiolabeled meal and gastric resi-
dence time of the capsule [11]. Furthermore, significant
differences in gastric emptying time of the capsule were
observed between healthy controls and patients with a
history of gastroparesis [12]. The wireless motility capsule
also was capable of detecting differences in the frequency
and motility index of antral and duodenal contractions in
patients with severe gastroparesis compared to healthy
controls or patients with mild to moderate gastroparesis
[13]. A wireless motility capsule can also be used to assess
Table 2 Mean number of contractions per minute during
the entire gastric residence of the capsule under
different experimental conditions

Drug Contraction frequency (SD)
(minimum contraction
threshold = 10 mmHg)

Contraction frequency (SD)
(minimum contraction
threshold = 20 mmHg)

Erythromycin 1.14 (± 1.02) 0.48 (± 0.58)

Saline 1.10 (± 0.74) 0.37 (± 0.26)

Morphine 0.94 (± 0.48) 0.29 (± 0.16)*

*p = 0.14 morphine vs erythromycin, p = 0.12 saline vs morphine.
transit time through the whole gut, small intestine, and
large intestine, and whole gut and colonic transit times
have been shown to correlate well with conventional radio-
opaque markers [14]. Movement of the capsule through
the colon is delayed in patients with slow transit constipa-
tion as defined by radioopaque markers [14]. A wireless
motility capsule also correlates well with whole gut scintig-
raphy in the evaluation of whole gut transit time [15].
In the present study, we have tested the hypothesis

that a wireless motility capsule can measure drug effects
on gastrointestinal motility. In this proof of principle
study, we used agents that typically accelerate (erythro-
mycin) or slow (morphine) gastric emptying. We selected
doses of these agents that produced modest effects on gas-
tric emptying time that would be most relevant to drugs
in clinical practice or pharmaceutical development [7,8].
Administration of 150 mg of erythromycin which acts as a
motilin receptor agonist caused a mean decrease of cap-
sule emptying time of about 90 minutes compared to the
saline control, and gastric emptying was more rapid after
erythromycin than after saline administration in 13 of 15
subjects. In contrast, morphine resulted in delay of gastric
emptying time of more than one hour compared to saline.
The effect of morphine on gastric emptying time was
somewhat variable, with the capsule emptying being de-
layed by morphine administration in 11 of the 15 test sub-
jects. The variability may be explained, in part, by complex
effects of morphine on gastrointestinal motor function,
as opiates interfere with both stimulatory and inhibitory
neural pathways [16,17]. Although morphine usually delays
gastric emptying, previous studies found that narcotics
can cause phasic contractions, including some that mimic
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phase III migrator motor complexes, that could some-
times result in emptying of the capsule from the stomach
[16,17].
Cassilly, et al. simultaneously used antroduodenal cath-

eter manometry, gastric emptying scintigraphy, and a wire-
less motility capsule to study gastric emptying and upper
gastrointestinal tract motility in normal volunteers [18].
They found that approximately 2/3 of patients emptied
the wireless motility capsule from the stomach with either
the first or second phase III migrating motor complex
(MMC); 1/3 of patients emptied it with isolated antral
contractions. Thus, differences in the type of contraction
that propelled the capsule on the three test days also likely
contributed to some of the variability in drug effects on
capsule emptying observed in this study. In prior studies
using the wireless motility capsule employed in this paper,
5–10 percent of healthy subjects with normal emptying of
a meal retained the capsule in the stomach for greater
than 6 hours [11-13]. This difference between emptying of
a meal and a solid inert object is a limitation of the use of
wireless capsule manometry.
In evaluating the ability of a wireless motility capsule

to detect pharmacologic effects on gastric contractility,
we found a numerical trend towards an increased num-
ber of contractions after administration of erythromycin
and a decreased frequency of gastric contractions with the
administration of morphine, particularly using 20 mmHg
above baseline as the contraction threshold. These effects,
however, were quite variable and not statistically signifi-
cant. Studies using antroduodenal manometry to assess the
effects of erythromycin and morphine on gastric contrac-
tions have also demonstrated complex dose-dependent ac-
tions [19-21]. Further studies of the role of a wireless
motility capsule in assessing the effects of drugs on gastric
contraction patterns will need a larger numbers of subjects,
more detailed analyses than simple measures of contrac-
tion frequency and amplitude, and evaluation of dose-
dependent responses.
None of our study patients suffered any adverse effects

as a result of this study, including prolonged capsule re-
tention. Data from studies of the device used for video
capsule endoscopy that is of similar size have shown that
it is a safe and well-tolerated procedure [22].

Conclusions
The results of this study indicate that a wireless motility
capsule may be a very useful tool for assessing actions of
drugs on upper gastrointestinal tract motility. Using a
modest number of subjects, we demonstrated that the
technique can measure drug effects on gastric emptying
time. Wireless capsule motility is performed on an am-
bulatory basis and avoids disadvantages inherent in gas-
tric scintigraphy, such as radiation exposure and a long
test period in a nuclear medicine facility which can be
problematic for research volunteers. 13C-labeled acetate-
and -octanoic acid breath tests are limited by the cost and
availability of mass spectrometry resources. Evaluation of
the effects of pharmacologic agents on gastric emptying
using a wireless motility capsule may be an important ini-
tial step in the development of new drugs for the treat-
ment of gastric motor disorders before embarking on
clinical trials requiring large numbers of subjects.

Competing interests
Dr. Sitrin and Dr. Lackner serve as speakers, consultants, or advisory board
members for the SmartPill Corporation, and have receiving research funding
from the Smart Pill Corporation. Dr. Wilding serves as a consultant to the
SmartPill Corporation. Dr. Semler is an employee of the SmartPill Corporation
and owns stock in the SmartPill Corporation.

Authors’ contributions
IR performed the research, analyzed the data, and wrote the paper. AM
performed the research and analyzed the data. JM performed the research
and analyzed the data. GEW analyzed the data and wrote the paper. EK
performed the research. JML designed the research study, analyzed the data,
and wrote the paper. JRS designed the research study, analyzed the data,
and wrote the paper. MDS designed the research study, performed the
research, analyzed the date and wrote the paper. All authors read and
approved the final manuscript.

Acknowledgements
This study was sponsored by the SmartPill Corporation and partly supported
by the NYSTAR grant CO20118.

Author details
1Division of Gastroenterology, Hepatology, and Nutrition, University at
Buffalo, State University of New York, 462 Grider, Rm 132-7, Buffalo, NY
14215, USA. 2Department of Biostatistics, University at Buffalo, Buffalo, USA.
3SmartPill Corporation, Buffalo, NY, USA.

Received: 9 July 2013 Accepted: 30 December 2013
Published: 2 January 2014

References
1. Parkman HP, Hasler WL, Fisher RS: AGA technical review on the diagnosis

and treatment of gastroparesis. Gastroenterology 2004, 127:1592–1622.
2. Sarnelli G, Caenepeel P, Geypens B, Janssens J, Tack J: Symptoms

associated with impaired gastric emptying of solids and liquids in
functional dyspepsia. Am J Gastroenterol 2003, 98:783–788.

3. Hejazi RA, Patil H, McCallum RW: Dumping syndrome: establishing criteria
for diagnosis and identifying new etiologies. Dig Dis Sci 2010, 55:117–123.

4. Schwartz JG, Green GM, Guan D, McMahan CA, Phillips WT: Rapid gastric
emptying of a solid pancake meal in type II diabetic patients. Diabetes
Care 1996, 19:468–471.

5. Pohle T, Domschke W: Gastric function measurements in drug
development. J Clin Pharmacol 2003, 56:156–164.

6. Guo JP, Maurer AH, Urbain JL, Fisher RS, Parkman HP: Extending gastric
emptying scintigraphy from two to four hours detects more patients
with gastroparesis. Dig Dis Sci 2001, 46:24–29.

7. Catnach SM, Fairclough PD: Erythromycin and the gut. Gut 1992, 33:397–401.
8. Yuan CS, Foss JF, O’Connor M, Toledano A, Roizen MF, Moss J:

Methylnaltrexone prevents morphine-induced delay in oral-cecal transit
time without affecting analgesia: a double-blind, randomized placebo-
controlled trial. Clin Pharmacol Ther 1996, 59:469–475.

9. Camilleri M, Malagelada JR, Brown ML, Becker G, Zinsmeister AR: Relation
between antral motility and gastric emptying of solids and liquids in
humans. Am J Physiol 1985, 249:G580–G585.

10. Zarate N, Mohammed SD, O’Shaughnessy E, et al: Accurate localization of a
fall in pH within the ileocecal region: validation using a dual-scintigraphic
technique. Am J Physiol 2010, 299:G1276–G1286.

11. Kuo B, Viazis N, Bahadur S, Sitrin M, Lackner J, Semler J: Non-invasive
simultaneous measurement of intra-luminal pH and pressure:



Rozov-Ung et al. BMC Gastroenterology 2014, 14:2 Page 6 of 6
http://www.biomedcentral.com/1471-230X/14/2
assessment of gastric emptying and upper GI manometry in healthy
subjects [abstract]. Neurogastroenterology 2004, 16:666.

12. Kuo B, McCallum RW, Koch KL, et al: Comparison of gastric emptying of a
nondigestible capsule to a radio-labelled meal in healthy and
gastroparetic patients. Aliment Pharmacol Ther 2008, 27:186–196.

13. Kloetgzer L, Chey WD, McCallum RW, et al: Motility of the antroduodenum
in healthy and gastroparetics characterized by wireless motility capsule.
Neurogastroenterol Motil 2010, 22:527–533.

14. Rao SS, Kuo B, McCallum RW, et al: Investigation of colonic and whole-gut
transit with wireless motility capsule and radiopaque markers in
constipation. Clin Gastroenterol Hepatol 2009, 7:537–544.

15. Maqbool S, Parkman HP, Friedenberg FK: Wireless capsule motility:
comparison of the SmartPillR GI monitoring system with scintigraphy for
measuring whole gut transit. Digest Dis Sci 2009, 54:2167–2174.

16. Wood JD, Galligan JJ: Function of opioids in the enteric nervous system.
Neurogastroenterol Motil 2004, 16(Suppl 2):17–28.

17. Lewis TD: Morphine and gastroduodenal motility. Dig Dis Sci 1999,
44:2178–2186.

18. Cassilly D, Kantor S, Knight LC, et al: Gastric emptying of a non-digestible
solid: assessment with simultaneous SmartPill pH and pressure capsule,
antroduodenal manometry, gastric emptying scintigraphy.
Neurogastroenterol Motil 2008, 20:311–319.

19. Annese V, Janssens J, Vantrappen G, et al: Erythromycin accelerates gastric
emptying by inducing antral contractions and improved gastroduodenal
coordination. Gastroenterology 1992, 102:823–828.

20. Tack J, Janssens J, Vantrappen G, et al: Effect of erythromycin on gastric
motility in controls and in diabetic gastroparesis. Gastroenterology 1992,
103:72–79.

21. Poitras P, Boivin M, Lahaie RG, Trudel L: Regulation of plasma motilin by
opioids in the dog. Am J Physiol 1989, 257:G41–G45.

22. Kav T, Bayrakt Y: Five years’ experience with capsule endoscopy in a
single center. World J Gastroenterol 2009, 15:1834–1842.

doi:10.1186/1471-230X-14-2
Cite this article as: Rozov-Ung et al.: Detection of drug effects on gastric
emptying and contractility using a wireless motility capsule. BMC
Gastroenterology 2014 14:2.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Subjects
	Study protocol
	SmartPillR technology
	Data analysis
	Statistical analysis

	Results
	Gastric emptying time
	Contractility

	Discussion
	Conclusions
	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


