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In most patients, and particularly in elderly patients, heart failure (HF) is accompanied by a range of
comorbidities that play an integral role in its progression and response to treatment. Comorbidity is defined as a
chronic condition that coexists in an individual with another condition that is being described. A distinction is made
between noncardiac comorbidities and cardiac conditions that are directly related to the presence of HF such as
arrhythmias as well as conditions that precede and contribute to its aetiology such as hypertension, diabetes
mellitus, and hyperlipidemia. In this article, we will initially focus on noncardiac comorbidities and discuss the
general problem of comorbidity in HF. Then we will examine specific comorbidities and how to manage patients with
HF in the best way. Finally, we will consider the problem of multidrug therapy when managing patients with

comorbidities.

Introduction

Heart failure (HF) represents one of the major public
health problems faced by healthcare systems worldwide,
and continues to grow largely because of the increasing
age of the population. HF is the leading diagnosis at
hospital discharge for patients 65 years or older,
accounting for more than 600,000 Medicare hospital
discharges annualy. Among more than 1 million pati-
ents hospitalized annually for HF in the USA, over 80 %
are 65 years or older, and more than 50 % are 75 years
or older. The cost of managing HF is increasing mainly
as a consequence of frequent and prolonged hospitali-
zation [1].

Comorbidity refers to chronic conditions that coexist
alongside the condition that is being described. Comor-
bidities in heart failure may be divided into noncardiac
comorbidities and cardiac conditions that are directly
related to the presence of chronic heart failure (CHF)
such as arrhythmias, hypertension, and hyperlipidemia.
The first part of this article will focus on noncardiac
comorbidities in systolic heart failure and their manage-
ment as they are very common and contribute to comp-
lexity of management of CHF. Additionally, new topics
such as diabetes mellitus and physical activity are
introduced. This article also examines the complex
interactions among noncardiac comorbidities in heart
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failure (Figure 1) [2] and summarizes the consequences
and available interventions for noncardiac comorbidi-
ties in heart failure (Table 1). Literature search was con-
ducted on PubMed with search criteria of «systolic heart
failure» AND «COPD», «sleep disordered breathing»,
«renal dysfunction», «anaemia», «diabetes», «cognitive
dysfunction/impairment», «depression» or «arthritis»,
excluding «heart failure with preserved ejection fraction».

Discussion

The top 10 most common noncardiac conditions
were COPD/bronchiectasis (26 %), osteoarthritis (16
%), chronic respiratory failure or other lower respiratory
disease excluding COPD/bronchiectasis (14 %), thyroid
disease (14 %), Alzheimer’s disease/dementia (9 %), dep-
ression (8 %), chronic renal failure (7 %), asthma (5 %),
osteoporosis (5 %) and anxiety (3 %). The risk of hospi-
talisation and potentially preventable hospitalisations
strongly increased with the number of chronic condi-
tions (figure 1) [2]. After controlling for demographic fac-
tors and other diagnoses, comorbidities that were asso-
ciated consistently with higher risks for CHF hospitalisa-
tions and mortality included COPD/bronchiectasis, renal
failure, diabetes, depression and lower respiratory
diseases. Several reasons may explain why older pa-
tients with CHF with greater comorbidity may experience
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Figure 1. The risk of hospitalisation and potentially preventable hospitalisations
strongly increased with the number of chronic conditions (Joel B Braunstein,
Gerard F Anderson, Gary Gerstenblith, Wendy Weller, Marlene Niefeld,
Robert Herbert and Albert W Wu. Noncardiac comorbidity increases preven-
table hospitalizations and mortality among medicare beneficiaries with chronic
heart failure. Journal of the American College of Cardiology, 2003, Vol. 42,
Issue 7, pp. 1226-1233 [https://www.sciencedirect.com/science/article/pii/

S0735109703009471]).

more adverse events that lead to preventable hospitali-
sations. These include underutilisation of effective CHF
treatments in the presence of other conditions because of
safety concerns (eg, use of [-blockers in asthma or ACE
inhibitors in renal insufficiency), patient nonadherence to or
inability to recall complex medication regimens, inadequate
postdischarge care, failed social support and failure to
promptly seek medical attention during symptom recurrence.

In the patient with CHF with complex comorbidities,
physicians typically face the challenge of managing not
a single condition but multiple conditions requiring mul-
tiple drugs. A recent study of the chronic drugs pres-
cribed at discharge to patients in the US aged > 65 years
hospitalised for CHF revealed that the mean number of
drugs was 6.8, representing 10.1 daily doses. Unfortu-
nately, little evidence is available to guide this inevitable
polypharmacotherapy in patients with CHF and multiple
comorbidities. Typically, most CHF ftrials, either implicitly
or explicitly, excluded older patients and patients with
multiple comorbidities. In addition, some trials imple-
ment runin periods to assess tolerance to regimens — an
approach that may constrain the applicability of the
results. Given the lack of data, how should one approach
polypharmacy in CHF? Collaborative disease manage-
ment programmes that include the careful review of
drug lists have been shown to reduce hospital admis-sion
rates and reduce the costs of care.Whenever pos-sible,
patients with CHF with multiple competing comorbi-dities
and polypharmacy, need to be enrolled in such
programmes. Regardless of the availability of disease
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management programmes, clinicians need to have
systems in place to review medication lists carefully at
every visit of a patient, with the goal of eliminating drugs
that are not known to provide a clear benefit. When
initiating new medications, particular attention needs to be
paid to the possibility of adverse drug interactions. In
treating coexisting conditions, many commonly used
drugs need to be avoided whenever possible in pati-ents
with HF, based on known pharmacological principles and
recommendations from guidelines.

In conclusion of this part, non cardiac comorbidity
frequently complicates CHF care particularly in elderly pati-
ents with CHF. Indeed, these are the patients most likely
encountered in clinical practice. Underrepresentation of
patients with comorbidities in large CHF clinical trials
makes generalisation of trial findings to these patients
somewhat difficult. Clinical research must adapt to ensure its
relevance, and trials need to include not just young
patients with systolic dysfunction and little comorbidity.

The comorbidities of hypertension, diabetes mellitus,
obesity, hyperlipidemia, and metabolic syndrome are
common in patients with heart failure (HF) and affect
clinical outcomes [4]. Interestingly, although these comor-
bidities are associated with the development of incident
HF in the general population, in patients with established
HF, their contributory roles to clinical outcomes are not
predictable, and their management is quite challenging.
Recent American College of Cardiology Foundation
(ACCF)/American Heart Association (AHA) guidelines
have addressed the role of lifestyle modification, treat-
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Table 1. Summary of consequences and interventions for noncardiac comorbidities in CHF

Comorbidity Consequences Interventions
COPD Increased mortality and Management as per COPD guideline
hospitalization risk in CHF Cardio-selective beta-blockers are safe

CPAP
Adaptive servo-ventilation

SDB Progression of CHF Supplemgntal oxygen controversial
Theophylline not recommended
Weight loss if obese
CRT

Obesit Risk of HF, diabetes, SDB, Physical activity

y cognitive impairment and arthritis | Weight loss

Worse cardiovascular
outcomes in CHF

Management as per diabetes guideline

Diabetes Cardiovascular disease Metformin is safe
L SGLT-2 inhibitors are currently in trial
Diabetic nephropathy
Rendl Cardiorenal syndrome Monitoring of renal function and electrolytes
. Increased risk of mortality in CHF | for patients on ACE inhibitor/ARB/aldosterone antagonist
dysfunction .
Renal anemia CRT
Anemia Increased mortality and EPO not recommended
hospitalization risk in CHF [V iron in iron deficiency
. Physical activity
Cognitive Reduced compliance tlo treatment Weight loss if obese
. Increased mortality and . G
dysfunction G Screening for cognitive impairment
hospitalization risk in CHF
CRT
Reduced compliance to treatment g%r_?enmg for depression
Depression Increased mortality and . L
hospitalization risk in CHF Physical activity
Monitoring of effect of antidepressant
COX-2 inhibitors not recommended
Arthritis Physical inactivity TNF inhibitor use in rheumatoid arthritis requires

close monitoring

Abbreviations: ARB, angiotensin receptor blocker; CBT, cognitive-behavioral therapy; CHF, chronic heart failure;
COPD, chronic obstructive pulmonary disease; CPAP, continuous positive airway pressure; CRT, cardiac

resynchronization therapy; SDB, sleep-disordered breathing.

ment of blood cholesterol, and management of over-
weight and obesity in the general population and in
patients with increased cardiovascular risk, and a
recent report from the Eighth Joint National Committee
addressed the management of hypertension.However,
these guidelines did not specifically address the
management of such comorbidities in patients with HF.
Similarly, the most recent ACCF/AHA HF practice guide-
lines in 2013 addressed the overall management of
comorbidities in patients with HF in broad terms, but again,
specific and detailed recommendations on how to manage
hypertension, obesity, diabetes mellitus, hyperlipidemia,
and metabolic syndrome are lacking. The intent of this AHA
scientific statement is to summarize data relevant to cont-
ributory risk and to provide guidance on the management
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of hypertension, obesity, diabetes mellitus, hyperlipidemia,
and metabolic syndrome in the development and progno-
sis of HF to provide recommendations (table 2) and to foster
communication between physicians and other healthcare
professionals and patients on the management of these
comorbidities. Recommendations in this document are
based on published studies and the multidisciplinary
expertise of the writing group and harmonized with
published practice guidelines from the ACC/AHA and other
organizations. Comorbidities are frequent and may be
overlooked during routine CHF management. They have
great impact on hospitalisations and mortality. The most
important comorbidities in heart failure patients are renal
insufficiency, diabetes mellitus, chronic obstructive pulmo-
nary disease, sleeping disorders like obstructive and central
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Figure 2. Distribution of the number of longterm prescription medications (A), estimated number
of doses per day (B) and estimated annual cost for longterm medications (C) provided at hospital
discharge to elderly patients in the US, hospitalised with heart failure [3].

apnea syndrom, and anemia. The most powerful predictor
for mortality is renal insufficiency. It's important to recognize
the different causes of renal failure. Defining the volume sta-
tus and the cardiac output is crucial for the guidance of therapy.

The management of diuretic resistance is of special
interest and often challenging. Diabetes mellitus is an
independent risk factor for heart failure. The benefit of ACE
inhibitors and Angiotensin receptor blockers for HF and
DM is accepted. The management of Diabetes in HF
depends on side-effect profiles of the numerous anti-
diabetic drugs. Metformin is safe even in HF pati-ents.
Thiazolidinediones should be avoided in NYHA class Ill/IV
because of fluid retention. In COPD patients there is an
underuse of betablockers and the prediction of mortality
with this comorbidity could be partially caused by that.

The principle goal of treatment of sleeping disorders is
to avoid hypoxia during night. CPAP therapy imp-roves
live quality and HF symptoms. Anemia is often diagnosed,
the best therapy — erythropoetin plus iron or iron alone —
remains controversial. Iron supplementation without
anemia could be an option for better quality of life [6]. To
handle all these comorbidities in heart failure patients
becomes more and more complex. Heart failure nurses
can help us to manage these growing population.
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Summary

As addressed in the earlier sections, lifestyle modi-
fication and the management of comorbidities remain
challenging in patients with HF. Despite intensive
lifestyle and medical interventions, the prevention and
optimal treatment of hypertension, diabetes mellitus,
obesity, and metabolic syndrome have often proved
difficult in patients with HF.

e These comorbidities are highly prevalent and are
associated with the development of incident HF in the
general population.

e However, in patients with established HF, their
contributory roles to clinical outcomes are paradoxi-
cal; that is, patients with HF with diabetes mellitus,
obesity, and hypertension usually are associated with
better outcomes than patients without those comorbi-
dities individually, making their management targets
and treatment reasons quite challenging.

o Participants in clinical trials receive maximally sup-
portive and evidence-based interventions, yet adhe-
rence to standard guideline-directed HF therapy in
real-world patients may be limited by the coexistence of
chronic HF and comorbid conditions.
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o Self-care strategies are limited by HF itself and these
competing comorbidities and usually require coordi-
nation and different care models.

e Treatment options of these chronic comorbidities in
HF are limited and usually without large-scale or
definitive clinical trial evidence of improved outcomes in
patients with HF.

o Treatment of these comorbidities may be associated
with adverse outcomes resulting from overtreatment
or side effects of treatment modalities.

o |t should be kept in mind that even modest changes
in the prevention of comorbidities and risk factors for
HF can greatly affect the development of and
outcomes in HF.

e These underline the importance of prevention strate-
gies, which probably are the most effective approaches
to reduce the burden of HF.

o Furthermore, in recent years, focus has moved from
control of a single risk factor to reducing overall car-
diovascular risk. Greater benefit may be realized by
combining a healthy lifestyle with BP lowering; pre-
vention of diabetes mellitus, insulin resistance, obesity,
and ischemic events; and avoidance of cardiotoxic
exposure (alcohol, cardiotoxic drugs, and chemo-
therapy) rather than any single approach alone.
Although this approach is likely to be valid, it requires
evaluation in well-designed trials.

Complex associations between co-morbidities them-
selves as well as between co-morbidities and the cardio-
vascular system lead to the development of HF, both
HFpEF and HFrEF. Conversely, HF may give rise to co-
morbidities, which, in turn, adversely affect outcomes.
Prevention of co-morbidities related to HF in the com-
munity is of utmost importance. In this regard, measures
to decrease obesity and diabetes should be implemen-ted,
as both are becoming increasingly prevalent world-wide
and are powerful risk factors for almost all major HF-
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affects roughly a third of the world’s population with half of
the cases due to iron deficiency, may contri-bute to a
decrease in incident HF. Regarding treatment of prevalent
HF, trials that established morbidity and mortality benefits
predominantly included non-elderly patients without
significant co-morbidities [7].

Assumption of a similar efficacy in elderly HF pati-
ents, who usually suffer from additional concomitant
morbidities, is mostly based on extrapolations of these
data, and the true benefit may be less. Future trials
should include HF patients with comorbidities, despite the
increased requirements for intensified monitoring and
safety evaluations. Moreover, given the recent disap-
pointing results in the majority of HF clinical trials on
HF-specific therapies, the hypothesis that targeting
comorbidities may improve patient outcomes should be
tested. It is encouraging that some of the novel agents
used in the treatment of HF-related co-morbidities (e.g.
sitagliptin and empagliflozin in diabetes or indacaterol
in COPD) seem to have a favourable cardiovascular
risk-benefit profile. Finally, a problem related to the
management of HF and the frequently of co-existing
multimorbidity is the emergence of polypharmacy,
especially in the elderly. As polypharmacy can lead to
poor compliance with medical therapy and drug-drug
interactions, which either increase adverse effects or
decrease efficacy of pharmacotherapy, it should be
avoided as much as possible. The impact of multi-mor-
bidity-related polypharmacy on the effectiveness of HF
management deserves further investigation.

Future trials must also focus on optimal strategies
for the comprehensive management of the patient with
CHF with multiple comorbidities rather than the isolated
effects of single drugs in younger patients with few or no
comorbidities.

[5] Eckel R.H., Jakicic J.M., Ard J.D., de Jesus J.M., Houston M.N., Hubbard
V.S., Lee .M., Lichtenstein A.H., Loria C.M., Millen B.E., Nonas C.A., Sacks
F.M., Smith S.C.Jr, Svetkey L.P., Wadden T.A., Yanovski S.Z., Kendall KA.,
Morgan L.C., Trisolini M.G., Velasco G., Wnek J., Anderson J.L., Halperin
J.L., Albert N.M., Bozkurt B., Brindis R.G., Curtis L.H., DeMets D.,
Hochman J.S., Kovacs R.J., Ohman E.M., Pressler S.J., Sellke F.W., Shen
W.K., Smith S.C.Jr, Tomaselli G.F. 2013 AHA/ACC guideline on lifestyle
management to reduce cardiovascular risk: a report of the American
College of Cardiology/American Heart Asso-ciation Task Force on Practice
Guidelines. Circulation, 2014, vol. 129, no. 25, suppl 2, pp. 76-99. doi:
10.1161/01.¢ir.0000437740.48606.d1. Epub 2013 Nov 12.

[6] Widmer F. Comorbidity in heart failure. Ther Umsch. 2011, vol. 68, no. 2,
pp. 103-106. doi: 10.1024/0040-5930/a000127.

[7] Triposkiadis F., Giamouzis G., Parissis J., Starling R.C., Boudoulas H., Skoula-
rigis J., Butler J., Filippatos G. Reframing the association and significance
of co-morbidities in heart failure. Eur J. Heart Failure, 2016, vol. 18, pp.
744-758. doi: 10.1002/ejhf.600. Epub 2016 Jun 30.

MocTynuna 03.03.2018

285

iuewieal] oy 9ziundo 0} MOH :9Injie-| LB Ul SSRIPIGIOWOD — IAYSIEXIY "L ‘9Zpunquinyd ‘A




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /Helios
    /HeliosCond
    /HeliosCond-Italic
    /HeliosCondLight
    /HelvCondenced
    /Helvetica_Condenced-Normal
    /Helvetica_Light-Normal
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages false
  /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 false
  /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 false
  /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 <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /RUS <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




