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A Major Change of Prescribing
Pattern in Absence of Adequate
Evidence: Benzodiazepines Versus
Newer Antidepressants in Anxiety

Disorders

By Patricia Berney, Demian Halperin,
Rodrigo Tango, Isabelle Daeniker-Dayer,
Pierre Schulz

ABSTRACT ~ We performed a systematic review of controlled trials on anxiety disorders

treatment (generalized anxiety disorder, panic disorder, social phobia and post-traumatic
stress disorder) published from 1980 to 2006, and identified trials comparing the efficacy

of benzodiazepines (BZD) with that of antidepressants, in particular comparisons

between BZD and newer antidepressants. Among 969 publications, 274 double-blind
randomized controlled studies remained after using our exclusion criteria. These studies

comprised altogether 439 comparisons. There were in total 23 comparisons of antidepres-

sants versus BZD. Among these, 22 compared the efficacy of older antidepressants versus

BZD, whereas only 1 concerned the comparison of a newer antidepresmnt versus BZD.

1t showed comparable efficacy between venlafaxine and diazepam in the treatment of
generalized anxiety disorder. Our study shows that the major change of prescribing pat-

tern from BZD to newer antidepressants in anxiety disorders has occurred in absence of
comparative data of high level of proof. Psychopharmacology Bulletin.

2008;41(3):3947.

INTRODUCTION

In the last decade, there was an important shift of prescribing pattern from
BZD to newer antidepressants, with an almost 3-fold increase of the prescrip-
tions of the latter. This increase exceeds that for depression diagnosis.!*?

There was also a shift in the expert opinions; in two surveys among experts in
anxiety disorders, a clear change of preferences was noted, from BZD in 1992 to
newer antidepressants in 1997.3 In evidence-based medicine, when two or more
options of treatment are available, the decision-making process should ideally be
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based on direct comparison of efficacy and side-effects. We examined a
sample of expert opinions and psychiatric guidelines. In the treatment
of anxiety disorders, both BZD and antidepressants were recognized as
efficacious and the risk of dependence to BZD was evoked. However,
neither experts nor guideline panels mentioned trials with direct com-
parisons (of efficacy or side-effects) between BZD and newer antide-
pressants.>0

Hence, we formulated the hypothesis that the major change of pre-
scribing pattern may have occurred in absence of adequate comparative
evidence of efficacy, i.e., randomized controlled trials with direct com-
parison between newer antidepressants and BZD in anxiety disorders.
The objective of this study was to assess if this comparative evidence
indeed exists.

METHOD

We performed a systematic review of the literature on the pharma-
cotherapy of anxiety disorders, using a reproducible Medline search
40  syntax (available from the authors). Studies on the pharmacotherapy

Berny of anxiety disorders, comprising at least one arm with benzodi-
Halperin, ~ azepines or antidepressants, were included. Tricyclic/tetracyclic anti-
Tangoretal— depressants and monoamine oxidase inhibitors were grouped under
the label of older antidepressants. SSRIs and other recent antide-
pressants were grouped under the label of newer antidepressants

(Table 1).

We set limits to publication dates from 1980 to 2006, to randomized
controlled trials, and human trials. Studies with the following character-
istics were excluded manually after the Medline search: methodology
other than double-blind randomized controlled trial; non-pharmaco-
logical comparators (e.g., cognitive behavioral therapy) as well as trials
with neither BZD, nor antidepressants in monotherapy as an arm (e.g.,
discontinuation and augmentation studies); redundant data (e.g., dupli-
cate publications, analyze of subgroups); provoked panic attacks in
experimental conditions (e.g., lactate, carbon dioxide); language of pub-
lication other than English; and diagnosis other than panic disorder,
generalized anxiety disorder, social phobia and post-traumatic stress
disorder (e.g., obsessive-compulsive disorder, depression with anxious
symptoms, other specific phobia, anxious syndrome unspecified).
Obsessive-compulsive disorder is not recognized as an indication for
primary treatment using a BZD and was therefore not included in our
study. Studies with several clinical entities were classified according to
the diagnosis of the greater number of patients. The vast majority of
excluded studies did not meet diagnosis criteria; many of them met two
or more exclusion criteria.
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( TaBLE 1 D

LIST OF ANTIDEPRESSANTS LABELLED AS OLDER OR NEWER

OLDER NEWER
amitriptyline citalopram
brofaromine escitalopram
clomipramine fluoxetine
desipramine fluvoxamine
dothiepin mirtazapine
imipramine nefazodone
lofepramine paroxetine
maprotiline reboxetine
moclobemide sertraline
opipramol venlafaxine
phenelzine
St. John’s wort
tlaneptine
trazodone
zimeldine
q1
We listed the trials comparing the efficacy of BZD with antidepres- Bermey

sants, in particular those concerning newer antidepressants. We also  Hajperin,
listed the comparisons between antidepressants and placebo, BZD and ¥ ¢4
placebo, antidepressants and antidepressants, BZD and BZD, and anti-
depressants/BZD and another compound.

We listed comparisons rather than only trials, since a given trial may
comprise several comparisons.

RESULTS

We identified 969 publications, when the search syntax was per-
tormed in January, 2007. After exclusions, 274 double-blind random-
ized controlled studies remained (the complete list of references for the
trials selected can be obtained from the first author). These studies
comprised altogether 439 comparisons. Panic disorder was the entity
with the highest number of trials, i.e., 110 double-blind randomized
comparative trials containing 170 comparisons, during a 27-year peri-
od. Generalized anxiety disorder was next, with 87 trials containing 174
comparisons.

There were in total 23 comparisons of antidepressants versus BZD.
Among these, 22 compared the efficacy of older antidepressants versus
BZD (Figure 1), whereas only 1 concerned the comparison of a newer
antidepressant versus BZD.” It showed comparable efficacy between
venlafaxine and diazepam.

We also found 183 comparisons between antidepressants and
placebo (113 concerning newer antidepressants) and 90 comparisons
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(_FIGURE 1 D

NUMBER OF DOUBLE-BLIND COMPARISONS IN RANDOMIZED CONTROLLED
TRIALS ON PHARMACOLOGICAL TREATMENT OF ANXIETY DISORDERS

Total comparisons
439 (274 trials)

|1> Active compound
versus placebo
309

Active compound
versus active
compound
130

42 |1> Other
comparisons
Berney, 107
Halperin,
Tango, et al.

Antidepressants versus
benzodiazepines
23

|1> Older antidepressants
versus benzodiazepines
22

Newer antidepressants
versus
benzodiazepines
1

between BZD and placebo. Also, 86 comparisons concerned an anti-
depressant or a BZD versus other compounds, or other compounds
versus placebo. There were a total of 309 comparisons where the com-
parative compound was placebo, i.e., more than 70%. Antidepressants
were compared to antidepressants 37 times and BZD were compared
to BZD 20 times. Table 2 gives the overview as to the number of

comparisons for each anxiety disorder and for each category of
comparisons.
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(_aBLE2 D

NUMBER AND CLASSIFICATION OF DOUBLE-BLIND COMPARISONS

GENERALIZED
PANIC ANXIETY SOCIAL
DISORDER DISORDER PHOBIA PTSD TOTAL

Newer antidepressants

vs benzodiazepines 0 1 0 0 1
Older antidepressants

vs benzodiazepines 13 7 2 0 22
Newer antidepressants

vs placebo 35 23 32 23 113
Older antidepressants

vs placebo 40 6 15 9 70
Benzodiazepines vs

placebo 38 49 2 1 90
Antidepressants vs

antidepressants 23 5 3 6 37
Benzodiazepines vs 43

benzodiazepines 7 13 0 0 20 Berney,

86 (36t0 e
. 190, et al.

Other comparisons® 14 70 2 0 placebo)
Total 170 174 56 39 439

*Includes placebo comparisons and head-to-head comparisons.
Complete references of the trials can be obtained from the first author.

DiSsCUSSION

Our study clearly shows that the change of prescribing pattern from
BZD to newer antidepressants was not based on evidence of a high
level of proof, since there is only one double-blind, randomized con-
trolled trial comparing one of these antidepressants to a BZD, among
274 double-blind, randomized controlled trials on drug efficacy in
panic disorder, generalized anxiety, social phobia and post-traumatic
stress disorder. This single study is that of Hacket and collaborators,
about the efficacy of venlafaxine XR and diazepam in generalized anx-
iety disorder.” No statistically significative difference was found
between these two compounds. In other words, a major change of pre-
scribing pattern from BZD to newer antidepressants has occurred all
around the world in the absence of comparative studies with a high level
of proof. Such a situation is surprising, considering that the declaration
of Helsinki insists on the fact that, if a comparative compound is avail-
able, it should be used in clinical trials of new molecules. It is stated in
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the article 29 of the Declaration of Helsinki that “the benefits, risks,
burdens and effectiveness of a new method should be tested against
those of the best current prophylactic, diagnostic and therapeutic
methods.”® Various reasons, not mutually exclusive, could explain this
change of prescribing pattern.

Efficacy

The change from BZD to newer antidepressants may have been in
the interest of the patients, but this remains to be proven with studies
of high level of proof. Nevertheless, the change from BZD to newer
antidepressants could be explained by a greater efficacy of newer anti-
depressants, shown in studies of lower level of proof. Examining care-
tully the results of the 22 studies comparing the efficacy of older
antidepressants to that of BZD, we observed no clear trend. Thus, an
extrapolation by comparing the efficacy of newer to that of older anti-
depressants in head-to-head studies, as well as the respective efficacy of
older and newer antidepressants to that of placebo does not seem to

44  bring new information. In two open studies, the newer antidepressants

Bermy sertraline and paroxetine had a slightly better efficacy than alprazolam
Halperin,  and chlordesmethyldiazepam respectively.1? Nevertheless, a single-
Tangoretal— plind methodology is not a high level of proof. Based on the above com-
ments, the change from BZD to newer antidepressants was not based

on efficacy data. Another possible explanation for the change from

BZD to newer antidepressants, as far as efficacy is concerned, could

have been the absence of clinical trials comparing efficacy of BZD to

that of placebo in the recent years. However, this is not the case, as

attested by 61 double-blind trials from 1990 to 2006.

Pharmacodependence

Pharmacodependence to BZD is a well known side-effect of BZD that
was first described in medical literature in the sixties.!! This was followed
many years later by restrictions of treatment duration. Although SSRIs
also cause discontinuation symptoms upon withdrawal, they are not con-
sidered as causing dependence and there are no craving symptoms. Fear
of BZD dependence seems to be among the most often quoted reasons
to shift from BZD to SSRIs. However, as with efficacy comparisons,
there is a lack of safety comparisons conducted in a rational, evidence-
based manner.

Although BZD are frequently prescribed in anxiety disorders, they
cannot be considered as a first line treatment because of the risk of
dependence. Despite this risk, BZD might be a second choice in anxiety
disorders for patients who have suffered from SSRI inefficacy or side
effects.
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Benefit/Risk Ratio

The evaluation of the benefit/risk ratio, with high level of proof direct
comparisons, should be the key-element in the decision-making process.
In several guidelines where SSRIs are suggested over BZD on safety
grounds, there is no mention to well-documented safety concerns of
SSRIs, such as inappropriate ADH secretion syndrome, fatal hypona-
tremia, tardive dyskinesias, and other disabling extrapyramidal side-
effects, or SSRI-induced suicide attempts. Missing safety comparisons
cannot be explained by missing safety data on SSRIs. For example,
SSRI-induced suicide attempts were described as early as 1990,12 and
strong evidence suggesting a causal link was published two years later,
with cases of positive dechallenges and even a positive rechallenge.!3

Marketing

Marketing strategies must have played an important role in the occur-
rence of this change. Indeed the change opened a new market for anti-
depressants that cost more than BZD.

. . 45
Registration Procedures
R X X A Berney,
Since August 2006, an active comparator trial arm, as well as a with-  Hajperin,
Tango, et al.

drawal study, is requested by the European Medicines Agency in clini-
cal investigation for the treatment of social anxiety disorder and
generalized anxiety disorder. Such demands are not as clearly expressed
for the treatment of panic disorder, and the guidelines are still being
elaborated for the treatment of post-traumatic stress disorder.!*10
Previous registration requirements obviously did not constrain the
pharmaceutical industries to conduct clinical trials with direct compar-
isons between BZD and newer antidepressants in anxiety disorders.

Subjective Variables in the Decision-Making Process

A tendency to prefer therapeutic novelty to long-proven therapies
may have also contributed to the change. Indeed new drugs are some-
times prescribed more than justified by medical needs.!”"1” Emotional
aspects play a role in risk analysis and in the decision-making process.
Moreover, risk and benefit are negatively correlated in people’s judg-
ments.?’ These cognitive bias or cognitive illusions might have to be
taken into consideration.

CONCLUSION
The change from prescribing mainly BZD to prescribing mainly

newer antidepressants in anxiety disorders was not based on solid evi-
dence concerning comparative efficacy. This example of a worldwide
change of prescribing pattern in absence of adequate comparative data
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has implications on the practice of medicine. Similar situations might
exist in other fields of medicine.«

ACKNOWLEDGMENTS

Salaries of all authors came from the state of Geneva University

Hospital.

CONFLICTS OF INTEREST

PS has acted as a paid consultant for the pharmaceutical industry
and has accepted paid speaking engagements in industry supported
symposia.

AUTHORS CONTRIBUTIONS

PB, DH, IDD collected the data. PB, DH, RT, PS interpreted the
data and drafted the manuscript. All authors participated in the critical
revision of the manuscript and approved the final report.

46 REFERENCES
1. McManus P, Mant A, Mitchell PB, Montgomery WS, Marley J, Auland ME. Recent trends in the use
Bern?y, of antidepressant drugs in Australia, 1990-1998. Med ] Aust. 2000;173(9):458-461.
Halperin, 2. Pirraglia PA, Stafford RS, Singer DE. Trends in Prescribing of Selective Serotonin Reuptake
Tango, et al. Inhibitors and Other Newer Antidepressant Agents in Adult Primary Care. Prim Care Companion J

Clin Psychiatry 2003;5(4):153-157.

3. Uhlenhuth EH, Balter MB, Ban TA, Yang K. International study of expert judgment on therapeutic
use of benzodiazepines and other psychotherapeutic medications: VI. Trends in recommendations for
the pharmacotherapy of anxiety disorders, 1992-1997. Depress Anaxiety. 1999;9(3):107-116.

4. Bruce SE, Vasile RG, Goisman RM, Salzman C, Spencer M, Machan JT et al. Are benzodiazepines
still the medication of choice for patients with panic disorder with or without agoraphobia? Am J
Psychiatry. 2003;160(8):1432-1438.

5. Baldwin DS, Anderson IM, Nutt D], Bandelow B, Bond A, Davidson JR et al. Evidence-based guide-
lines for the pharmacological treatment of anxiety disorders: recommendations from the British
Association for Psychopharmacology. J Psychopharmacol. 2005;19(6):567-596.

6. Bandelow B, Zohar J, Hollander E, Kasper S, Moller HJ. World Federation of Societies of Biological
Psychiatry (WFSBP) guidelines for the pharmacological treatment of anxiety, obsessive-compulsive
and posttraumatic stress disorders. World ] Biol Psychiatry. 2002;3(4):171-199.

7. Hackett D, Haudiquet V, Salinas E. A method for controlling for a high placebo response rate in a
comparison of venlafaxine XR and diazepam in the short-term treatment of patients with generalised
anxiety disorder. Eur Psychiatry. 2003;18(4):182-187.

8. Carlson RV, Boyd KM, Webb D]J. The revision of the Declaration of Helsinki: past, present and future.
Br J Clin Pharmacol. 2004;57(6):695-713.

9. Rocca P, Fonzo V, Scotta M, Zanalda E, Ravizza L. Paroxetine efficacy in the treatment of generalized
anxiety disorder. Acta Psychiatr Scand. 1997;95(5):444-450.

10. Fisekovic S, Loga-Zec S. Sertraline and alprazolam in the treatment of panic disorder. Bosn J Basic Med
Sci. 2005;5(2):78-81.

11. Hollister LE, Motzenbecker FP, Degan RO. Withdrawal reactions from chlordiazepoxide (“Librium”).
Psychopharmacolog. 1961;2:63—68.

12. Teicher MH, Glod C, Cole JO. Emergence of intense suicidal preoccupation during fluoxetine treat-
ment. Am J Psychiatry. 1990;147(2):207-210.

13. King RA, Riddle MA, Chappell PB, Hardin MT, Anderson GM, Lombroso P, et al. Emergence of
self-destructive phenomena in children and adolescents during fluoxetine treatment. J Am Acad Child
Adolesc Psychiatry. 1991;30(2):179-186.

14. Committee for medicinal products for human use. Guideline on clinical investigation of medicinal
products indicated for the treatment of generalised anxiety disorder. www.emea.eu.2005.

PsycHorPHARMACOLOGY BuLLETIN: Vol. 41 - No. 3

o



PB-41-3-2008-Berney.gxp 09-09-2008 16:40 Page fE

A MAJOR CHANGE OF PRESCRIBING PATTERN IN ABSENCE OF EVIDENCE

15.

16.

17.

18.

19.

20.

Committee for medicinal products for human use. Guideline on clinical investigation of medicinal
products indicated for the treatment of panic disorder. www.emea.eu.2005.

Committee for medicinal products for human use. Guideline on clinical investigation of medicinal
products indicated for the treatment of social anxiety disorder. www.emea.eu.2006.

Dybdahl T, Andersen M, Sondergaard ], Kragstrup J, Kristiansen IS. Does the early adopter of drugs
exist? A population-based study of general practitioners’ prescribing of new drugs. Eur | Clin Pharmacol
2004;60(9):667-672.

McGavock H, Webb CH, Johnston GD, Milligan E. Market penetration of new drugs in one United
Kingdom region: implications for general practitioners and administrators. BVJ 1993;307(6912):
1118-1120.

Tamblyn R, McLeod P, Hanley JA, Girard N, Hurley J. Physician and practice characteristics associ-
ated with the early utilization of new prescription drugs. Med Care 2003;41(8):895-908.

Slovic P, Finucane ML, Peters E, Macgregor DG. Risk as analysis and risk as feelings: some thoughts
about affect, reason, risk, and rationality. Risk Anal 2004;24(2):311-322.

47

Berney,
Halperin,
Tango, et al.

PsycHopHARMACOLOGY BuLLeTin: Vol. 41 - No. 3

o




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments 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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /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 [612.000 792.000]
>> setpagedevice


