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in the control group was 9.3%.

symptom relief.

Background: Symptoms of gastro-esophageal reflux disease (GERD) in pregnancy are reported with a prevalence
of 30-80%. The aim of this study was to assess the prevalence and severity of GERD symptoms during the course of
pregnancy. Furthermore current practice in medical care for GERD during pregnancy was assessed.

Methods: We performed a prospective longitudinal cohort study on 510 pregnant women (mean age 28.12, SD
5.3). Investigations for reflux symptoms where based on the use of validated reflux-disease questionnaire (RDQ).
Additional information was collected about the therapy. A group of non-pregnant women (mean age 24.56, SD 5.7)
was included as controls. Frequency and severity of reflux symptoms were recorded in each trimester of pregnancy.

Results: The prevalence of GERD symptoms in pregnant women increased from the first trimester with 26.1 to
36.1% in the second trimester and to 51.2% in the third trimester of pregnancy. The prevalence of GERD symptoms

Pregnant women received medication for their GERD symptoms in 12.8% during the first, 9.1% during the second
and 15.7% during the third trimester. Medications used >90% antacids, 0% PPI.

Conclusion: GERD symptoms occur more often in pregnant women than in non-pregnant and the frequency
rises in the course of pregnancy. Medical therapy is used in a minority of cases and often with no adequate
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Background

Gastro-esophageal reflux disease (GERD) is the most fre-
quent acid-related disease as of today and occurs at all
ages from childhood to advanced age [1-3]. Pregnancy
has long been recognized as a condition that predisposes
to GERD and GERD symptoms are known to be common
in pregnant women [4,5]. Studies that have addressed the
issue of GERD symptoms in pregnancy reported a preva-
lence between 30 and 80% [6-12]. We have previously
reported a prevalence of GERD-related symptoms of
56.3%, in the third trimester of pregnancy [9].
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The presentation of typical GERD symptoms during
pregnancy is comparable with the adult population in
general [13]. Heartburn and regurgitation are the most
frequent symptoms [6,14]. The majority of pregnant
GERD sufferers report exacerbation of symptoms after
eating and at bedtime [15,16]. We have previously shown
the negative impact of GERD symptoms on the quality
of life in pregnant women and the insufficient therapy
for symptom relief in late pregnancy [9].

Aim of this study was to assess the nature and preva-
lence of reflux symptoms in the course of pregnancy.
This is the first study on GERD symptoms using vali-
dated questionnaires and using the new definition of
GERD based on the Montreal criteria from 2006 which
defined GERD as a condition which develops when
the reflux of stomach contents causes troublesome
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symptoms and/or complications and allows to make the
diagnosis on the basis of reflux symptoms [17].

Methods

We conducted a prospective longitudinal cohort study to
investigate the prevalence of GERD symptoms during
the time course of pregnancy by using validated reflux-
disease questionnaires and further gather information
about the treatment patients receive.

Subjects

Five hundred ten consecutive pregnant women in the
first trimester of pregnancy and three hundred thirty
non-pregnant women were recruited to participate in the
study. All women were given two questionnaires: the
validated German version of the Reflux Disease Ques-
tionnaire (RDQ) [18] and a self-administered question-
naire. The pregnant women were followed up and
repeated to fill out the RDQ in the second and third tri-
mester of pregnancy. Pregnant women were recruited
from the University clinic and private clinics in and
around Magdeburg, Germany (population approximately
300 000 people), the group of non pregnant women was
recruited at the University campus and in the city of
Magdeburg. The study was approved by the ethics com-
mittee of the University of Magdeburg and conducted
based on the guidelines of the Helsinki declaration.

Definition
The diagnosis of symptomatic GERD was made accord-
ing to the Montreal criteria 2006, where GERD is defined
as a condition which develops when the reflux of stom-
ach contents causes troublesome symptoms and/or com-
plications [17]. Mild symptoms occurring 2 or more days
a week, or moderate/severe symptoms occurring more
than 1 day a week are often considered troublesome by
patients [17].

Extra-esophageal symptoms were not considered for
the diagnosis of GERD in our population because of lack
of specificity.

Questionnaires
The RDQ comprises 12 questions; six are related to
symptom frequency and six to symptom severity occur-
ring during the previous week [18]. Symptoms evaluated
in the RDQ were: burning behind the breastbone, pain
behind the breastbone, upper stomach burning, upper
stomach pain, acid taste in the mouth and regurgitation.
Symptom frequency and severity were measured on six-
point scales; from no occurrence to daily, and from
none to very severe, respectively. GERD was diagnosed
according to the definition mentioned above.

In the self-administered questionnaire, age, weight before
pregnancy, height, parity, medication intake (including
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prescribed or over-the-counter use of antacids), add-
itional diseases, working status, level of education and
consumption of caffeine, tobacco and alcohol were
recorded for each patient. BMI was based on the height
and weight before pregnancy. Additionally, questions were
given about the patients GERD symptoms before preg-
nancy as well as the patient’s mother’s history in relation
to GERD during her pregnancy and chronic heartburn. Ex-
clusion criteria included operations or malformations
of the gastrointestinal tract, chronic inflammatory bowel
diseases and high-risk pregnancies.

Statistical analysis

Results are expressed as mean, unless otherwise indi-
cated. All data was processed with the statistical analysis
program SAS (Cary, NC, USA). P-values were calculated
using Unpaired ¢-test or Fishers exact test as indicated.

Results

Demographic characteristics

A total of 840 (510 pregnant) women were recruited and
returned written informed consent, Figure 1 shows the
flow of participants across the study. Seven hundred thir-
teen women were finally included, 408 pregnant and 305

Table 1 Demographic data

Variables Pregnant Non-pregnant p-value
Number of patients 408 305

Mean age (years) (SD) 28.12 (5.3) 24.56 (5.7) < 0.0001
Mean weight (SD) 663 (13.9) 62.2 (9.8) <0.0001
Mean height (SD) 167.0 (6,3) 167.7 (6.6) 0.189
Mean BMI (SD) 23,74 (45) 22,12 (3,2) <0.0001
Smokers 19.8% 22.2% 0499
Coffee consumer 68.3% 65.4% 0458




Table 2 Frequency of symptoms (all values given in %)

Symptom Burning behind breastbone Pain behind breastbone Upper stomach burning Upper stomach pain Acid taste in mouth Regurgitation
None 82,8 14 558 96,1 89,5 83,6 774 924 85,1 79,2 68,7 948 897 828 /55 834 759 691 531 846 734 660 482 826
<Ix/week 4,5 71 89 23 6,0 72 82 53 57 59 77 39 53 73 75 99 72 82 98 102 95 91 111 138
>1x/week 2,7 6,9 8,6 0,7 1,7 3,0 57 13 2,7 4,7 6,5 1,0 28 3,0 73 43 55 7.2 838 33 52 8,1 103 23
2-3x/week 7,2 71 10,6 1,0 20 35 35 0,0 4,0 6,4 79 03 18 45 6,3 13 72 84 130 13 52 108 120 13
4-5x/week 05 30 59 00 02 05 1,7 07 1,7 15 32 00 0,5 1,0 10 07 .7 20 76 03 35 30 84 00
Daily 272 44 10,1 0,0 05 272 35 03 0,7 272 6,0 0,0 0,0 15 2,5 03 2,5 52 76 0,0 32 30 10,1 0,0
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Table 3 Severity of symptoms (all values given in %)

Symptom Burning behind breastbone Pain behind breastbone Upper stomach burning Upper stomach pain Acid taste in mouth Regurgitation
None 86,6 755 57,7 96,8 91,8 85,5 80,1 94,0 88,0 81,7 14 %5 904 840 787 865 802 736 554 855 777 703 516 852
Very mild 22 43 70 11 30 55 49 2,5 33 44 38 2,1 38 52 6,8 35 41 54 7,5 71 38 6,0 73 7.8
Mild 1,6 49 6,0 0,7 16 2,5 4,6 1,8 22 30 54 04 25 1,7 2,7 4,6 4,6 43 8,1 43 49 6,8 8,1 4,6
Moderate 38 6,0 1,7 11 22 3,6 52 14 2,2 57 71 11 272 55 49 4,6 6,8 82 108 32 6,0 71 159 14
Severe 35 49 84 04 08 14 1,6 04 30 30 6,0 0,0 08 22 44 07 24 46 118 00 35 49 78 11
Very severe 2,2 43 9,2 0,0 05 16 35 0,0 14 2,2 6,3 0,0 03 14 2,5 0,0 19 38 6,5 0,0 41 49 94 0,0
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Figure 2 Prevalence of GERD in the trimesters of pregnancy

and a non-pregnant control group (values given in percent %).

non-pregnant. The age of pregnant women ranged from
14 to 43 years (mean 28.12+5.3), in the non pregnant
women from 17 to 47 years (mean 24.56 + 5.7). BMI ranged
from 15.8 to 41.3 (mean 23,74 +4,5) in pregnant women
and from 16.8 to 36.4 (mean 22.12 +3.2) in non pregnant
women. 61.3% of the pregnant were primipara, in the group
of non-pregnant women 16.1% have been pregnant before.
Patient demographics are shown in Table 1.

GERD symptoms

The most frequent symptoms in pregnant and non-
pregnant women were acid taste in mouth and regurgita-
tion. In the third trimester of pregnancy 40.7% suffered
from regurgitation at least once a week. Regurgitation
occurred in 3.6% of non-pregnant women more than
once a week. Of the pregnant women 12.5% had heart-
burn at least once a week during their first trimester,
21.5% during the second and 35.3% during the third
trimester of pregnancy. Heartburn al least once a week
was experienced by 1.6% of non pregnant women.
Daily heartburn occurred in 10.1% of women in the
third trimester.
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Every symptom recorded occurred significantly more
often in pregnant than in non-pregnant women (Table 2).
And the frequency of all individual symptoms increased
significantly from one trimester to the next and pre-
sented the highest frequency in the third trimester
(Table 2).

Regarding the severity of the symptoms beside acid
taste in mouth and regurgitation also a burning sensa-
tion behind the breastbone were symptoms perceived as
most bothersome (Table 3). Acid taste in mouth was
reported as severe or very severe in 4.3%, 8.4% and
18.3% from the first to the third trimester respectively.
The severity of symptoms was significantly higher in
pregnant than in non-pregnant women and increased
steadily during the course of pregnancy (Table 3). At
least one symptom was experienced severe or very
severe by 29.2% of women in the third trimester com-
pared to 13.2% in the second and 11.3% in the first tri-
mester. The prevalence and severity of the symptoms is
shown in detail in Tables 2 and 3.

GERD diagnosis
The diagnosis of GERD was based on typical reflux
symptoms, either mild symptoms occurring two or more
days a week, or moderate/severe symptoms occurring
more than one day a week. Symptoms referring to upper
stomach pain and upper stomach burning recorded with
the RDQ as well were excluded for GERD diagnosis as
they are considered to be nonspecific for GERD [18].
The symptom based diagnosis of GERD found a preva-
lence of 26.1% in the first trimester, 36.1% in the second
trimester and 51.2% in the third trimester of pregnancy
(Figure 2). In non pregnant women the prevalence of
GERD was 9.3%.

GERD therapy

The use of medication for neutralizing or suppressing
gastric acid was recorded with a self administered ques-
tionnaire. In the first trimester of pregnancy 12.8% of
women reported to use acid neutralizing medications, in
the second trimester 9.1% and in the third 15.7%. In the

Table 4 Medications taken for reflux symptoms during pregnancy

Medications 1. trimester 2. trimester 3. trimester
Calcium carbonate, Magnesium carbonate (Rennie®) 44 46.5 494
Magaldrate (Riopan®, Magaldrat®) 39 349 26.5
Algedrate, magnesium hydroxide (Maaloxan®) 85 14 84
Hydrotalcide (Talcid®) 34 - 24
Almasilate (Simagel®) 34 - 6
Sodium bicarbonate (Bullrich Salz®) 1.7 23 1.2
Sodium bicarbonate, Calcium carbonate, alginic acid (Gaviscon®) - 23 48
Ranitidine (Ranitic®) - - 12

All values are given in percent, brand names are given in brackets.
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third trimester only one patient received an H2receptor-
antagonist, all others utilized antacids, none received
PPI. The distribution of used medications during preg-
nancy is shown in Table 4. In the group of non-pregnant
women 3.3% reported intake of antacids and PPI. GERD
symptoms in pregnant women on antacids increased
during pregnancy in the same magnitude as in those
with no medication. The evolution of heartburn and
regurgitation is shown in Table 5.

While using antacids 14.29% of women reported regur-
gitation as very severe, these women continued the
intake of antacids throughout their pregnancy and 37.5%
of them reported regurgitation as very severe in the
third trimester.

Discussion

GERD symptoms are very frequent in pregnant women
and they increase in severity during the course of preg-
nancy. The novelty of our study is the methodology
employed for the assessment of symptoms. The study is
the largest longitudinal study using validated question-
naires to asses GERD symptoms in pregnant women.
The overall prevalence of 26,1%; 36,1% and 51,2% in the
trimesters of pregnancy display the magnitude of the
problem and is in accordance and extends the results of
previous studies [6,10-12]. The pathophysiologic mechan-
isms involved in the abnormal gastric reflux during preg-
nancy are decreased lower esophageal sphincter pressure
and alteration in gastrointestinal transit due to hormone
changes, and increased intra-abdominal pressure second-
ary to the enlarged gravid uterus [4,19].

GERD impairs the quality of life, and the negative im-
pact is felt as a severe threat when symptoms are experi-
enced severe or very severe. An aspect of importance is
that more than every third woman suffers from severe
GERD symptoms during pregnancy, but not even every
fifth woman with symptoms receives acid neutralizing/
suppressive medication. There is good reason for the
cautions use of medical therapy during pregnancy be-
cause of the fear of having side effects for the unborn life
at the back of one’s mind. Though we do not exactly
know how influencing the untreated suffering of the

Table 5 Frequency and severity of regurgitation in
patients receiving Antacids in all trimesters of pregnancy

Frequency 1T. 2T. 3T. Severity 1T. 2T. 3T.

None 273 130 174 None 2857 12,50 0,0

<Ix/week 273 174 87  Very mild 1429 2500 1250
>1x/week 182 435 348 Mid 28,57 1250 25,00
2-3x/week 136 130 174 Moderate 1429 2500 12,50
4-5x/week 9,1 8,7 43  Severe 00 12,50 12,50
Daily 45 43 174  Very severe 1429 1250 3750

n =23 (all values given in %).
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mothers is. The standard medication for GERD in the
non-pregnant population is proton pump inhibitors
(PPIs) which were shown to be effective and well toler-
ated. In contrast to the non-pregnant population a step-
up algorithm is recommended during pregnancy [5].

There is prospective data on PPIs taken during the first
trimester of pregnancy, that showed no increased risk of
major birth defects [20]. PPIs can be considered as safe
drugs during pregnancy [21,22]. In most pregnant
women reflux symptoms can be managed by lifestyle
modifications and intermittent use of antacids. However
in women with severe symptoms PPIs should be the
treatment of choice as they are most effective with no
safety concerns. Omeprazole is the best studied PPI in
pregnancy [22].

Conclusion

Every second women suffers from GERD during preg-
nancy. Heartburn, regurgitation, and acid taste in mouth
are bothersome symptoms affecting the women’s quality
of life. Not even half of the women with severe or very
severe symptoms are treated adequately. Our data and
the last publications on safety of PPIs during pregnancy
should be implemented in novel recommendations for
GERD therapy during pregnancy.

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

Authors’ contribution

SFM has made substantial contributions to conception and design of the
study, and interpretation of the data, further she was responsible for the data
collection. MM participated in the analysis and interpretation of the data and
helped to draft the manuscript. SK was responsible for the statistical analysis
of the data. SC has critically revised the manuscript and has added important
intellectual content. PM has been involved in drafting the manuscript and
gave final approval of the version to be published. All authors read and
approved the final manuscript.

Author details

'Department of Obstetrics and Gynecology, Medical Faculty of Otto von
Guericke University, Gerhart-Hauptmann-Str. 35, 39108, Magdeburg, Germany.
“Center for Pneumology, Donaustauf Hospital, Donaustauf, Germany.
3Institute of Biometrics and Medical Informatics, Otto-von-Guericke University,
Magdeburg, Germany. “Department of Gastroenterology, Hepatology and
Infectious Diseases, Magdeburg, Germany.

Received: 9 June 2012 Accepted: 31 August 2012
Published: 24 September 2012

References

1. Darba J, Kaskens L, Plans P, Elizalde JI, Coma M, Cuomo R: Epidemiology
and societal costs of gastroesophageal reflux disease and Barrett's
syndrome in Germany, Italy and Spain. Expert Rev Pharmacoecon Outcomes
Res 2011, 11(2):225-232.

2. Nocon M, Keil T, Willich SN: Prevalence and sociodemographics of reflux
symptoms in Germany-results from a national survey. Aliment Pharmacol
Ther 2006, 23(11):1601-1605.

3. Nocon M, Labenz J, Jaspersen D, Leodolter A, Richter K, Vieth M, et al:
Health-related quality of life in patients with gastro-oesophageal reflux
disease under routine care: 5-year follow-up results of the ProGERD
study. Aliment Pharmacol Ther 2009, 29(6):662-668.



Fill Malfertheiner et al. BMC Gastroenterology 2012, 12:131
http://www.biomedcentral.com/1471-230X/12/131

4. Fill S, Malfertheiner M, Costa SD, Monkemuller K: Handling of the
gastroesophageal reflux disease (GERD) during pregnancy--a review.
7 Geburtshilfe Neonatol 2007, 211(6):215-223.

5. Richter JE: Review article: the management of heartburn in pregnancy.
Aliment Pharmacol Ther 2005, 22(9):749-757.

6.  Bainbridge ET, Temple JG, Nicholas SP, Newton JR, Boriah V: Symptomatic
gastro-oesophageal reflux in pregnancy. A comparative study of white
Europeans and Asians in Birmingham. Br J Clin Pract 1983, 37(2):53-57.

7. Baron TH, Richter JE: Gastroesophageal reflux disease in pregnancy.
Gastroenterol Clin North Am 1992, 21(4):777-791.

8. Bor S, Kitapcioglu G, Dettmar P, Baxter T: Association of heartburn during
pregnancy with the risk of gastroesophageal reflux disease. Clin
Gastroenterol Hepatol 2007, 5(9):1035-1039.

9. Fill Malfertheiner S, Malfertheiner MV, Monkemuller K, Roehl FW,
Malfertheiner P, Costa SD: Gastroesophageal reflux disease and
management in advanced pregnancy: a prospective survey. Digestion
2009, 79(2):115-120.

10.  Ho KY, Kang JY, Viegas OA: Symptomatic gastro-oesophageal reflux in
pregnancy: a prospective study among Singaporean women. J
Gastroenterol Hepatol 1998, 13(10):1020-1026.

11. Ramu B, Mohan P, Rajasekaran MS, Jayanthi V: Prevalence and risk factors
for gastroesophageal reflux in pregnancy. Indian J Gastroenterol 2011,
30(3):144-147.

12. Rey E, Rodriguez-Artalejo F, Herraiz MA, Sanchez P, Alvarez-Sanchez A,
Escudero M, et al: Gastroesophageal reflux symptoms during and
after pregnancy: a longitudinal study. Am J Gastroenterol 2007,
102(11):2395-2400.

13. Lind JF, Smith AM, Mclver DK, Coopland AT, Crispin JS: Heartburn in
pregnancy-a manometric study. Can Med Assoc J 1968, 98(12):571-574.

14. Knudsen A, Lebech M, Hansen M: Upper gastrointestinal symptoms in the
third trimester of the normal pregnancy. Eur J Obstet Gynecol Reprod Biol
1995, 60(1):29-33.

15.  Castro Lde P: Reflux esophagitis as the cause of heartburn in pregnancy.
Am J Obstet Gynecol 1967, 98(1):1-10.

16. Van Thiel DH, Gavaler JS, Joshi SN, Sara RK, Stremple J: Heartburn of
pregnancy. Gastroenterology 1977, 72(4 Pt 1):666-668.

17. Vakil N, van Zanten SV, Kahrilas P, Dent J, Jones R: The Montreal definition
and classification of gastroesophageal reflux disease: a global evidence-
based consensus. Am J Gastroenterol 2006, 101(8):1900-1920. quiz 43.

18. Nocon M, Kulig M, Leodolter A, Malfertheiner P, Willich SN: Validation of
the reflux disease questionnaire for a german population. Fur J
Gastroenterol Hepatol 2005, 17(2):229-233.

19.  Ali RA, Egan LJ: Gastroesophageal reflux disease in pregnancy. Best Pract
Res Clin Gastroenterol 2007, 21(5):793-806.

20. Pasternak B, Hviid A: Use of proton-pump inhibitors in early pregnancy
and the risk of birth defects. N £ngl J Med 2010, 363(22):2114-2123.

21, Gill SK, O'Brien L, Einarson TR, Koren G: The safety of proton pump
inhibitors (PPIs) in pregnancy: a meta-analysis. Am J Gastroenterol 2009,
104(6):1541-1545. quiz 0, 6.

22. Majithia R, Johnson DA: Are proton pump inhibitors safe during
pregnancy and lactation. Drugs 2012, 72(2):171-179.

doi:10.1186/1471-230X-12-131

Cite this article as: Fill Malfertheiner et al.: A prospective longitudinal
cohort study: evolution of GERD symptoms during the course of
pregnancy. BMC Gastroenterology 2012 12:131.

Page 7 of 7

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

( BiolMed Central




	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Subjects
	Definition
	Questionnaires
	Statistical analysis

	Results
	Demographic characteristics
	GERD symptoms
	GERD diagnosis
	GERD therapy

	Discussion
	Conclusion
	Competing interests
	Authors´ contribution
	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 0.0000
  /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


