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ABSTRACT: The 2013 American College of Cardio-
logy/American Heart Association (ACC/AHA) guide-
lines do not recommend specific low density lipopro-
tein cholesterol (LDL-C) targets in contrast to all other 
previous guidelines for the management of dyslipi-
demia. Instead, they recommend a ≥50% reduction in 
LDL-C in high risk patients and a 30–50% reduction 
in moderate risk patients with the administration of ei-
ther high- or moderate-intensity statin therapy depend-
ing on the cardiovascular risk. These guidelines had 
several practical problems but the most important was 
the lack of specific LDL-C targets. The dogma “shoot 
and forget” is not applicable to everyone. In several 
cases of high risk patients, we need to know if LDL-C 
during treatment has reached a specific and desired 
level, so that we can add ezetimibe and/or proprotein 
convertase subtilisin/kexin type 9 (PCSK9) inhibitors 

ΠΕΡΙΛΗΨΗ: Οι οδηγίες του 2013 του Αμερικανικού 
Κολεγίου Καρδιολογίας και της Αμερικανικής Καρδιο-
λογικής Εταιρείας (ACC/AHA) δεν πρότειναν συγκε-
κριμένους θεραπευτικούς στόχους για τη χαμηλής 
πυκνότητας χοληστερόλη (LDL-C), σε αντίθεση με 
όλες τις προηγούμενες κατευθυντήριες οδηγίες για τη 
διαχείριση της δυσλιπιδαιμίας. Αντίθετα, πρότειναν 
μείωση ≥50% στην LDL-C σε ασθενείς υψηλού κιν-
δύνου και μείωση 30–50% σε άτομα μέτριου κινδύνου 
με τη χορήγηση υψηλής ή μέτριας έντασης θεραπείας 
με στατίνες, ανάλογα με τον καρδιαγγειακό κίνδυνο. 
Αυτές οι κατευθυντήριες οδηγίες είχαν πολλά πρακτικά 
προβλήματα, αλλά το πιο σημαντικό ήταν η έλλειψη 
συγκεκριμένων θεραπευτικών στόχων για την LDL-C. 
Σε αρκετές περιπτώσεις ασθενών υψηλού κινδύνου θα 
πρέπει να γνωρίζουμε αν η LDL-C κατά τη διάρκεια της 
θεραπείας έχει φτάσει σε ένα συγκεκριμένο και επιθυ-
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1. Introduction

The management of dyslipidaemias is a major com-
ponent of primary and secondary cardiovascular 
disease (CVD) prevention strategies. In this context, 
several medical organizations have formulated guide-
lines for the management of dyslipidaemias. Nearly 
two years ago, the joint American guidelines for the 
treatment of dyslipidaemias were issued by an ex-
pert panel consisting of members of the American 
Heart Association (AHA), the American College of 
Cardiology (ACC) and the My.American.Heart.org, 
under the auspices of the US National Heart Lung 
and Blood Institute.1 In contrast to all other previous 
guidelines for the management of dyslipidemia, the 
2013 ACC/AHA guidelines do not recommend specific 
low density lipoprotein cholesterol (LDL-C) targets. 
Instead, they propose a ≥50% reduction in LDL-C in 
high risk patients and a 30–50% reduction in moder-
ate risk patients with the administration of high- or 
moderate-intensity statin therapy depending on the 

CVD risk. High-intensity statin therapy includes atorv-
astatin 40–80 mg/day and rosuvastatin 20–40 mg/day 
whereas moderate-intensity statin therapy includes 
lower doses of atorvastatin and rosuvastatin, simvas-
tatin 20–40 mg/day, pravastatin 40–80 mg/day, fluv-
astatin 40–80 mg/day and pitavastatin 2–4 mg/day. 
The risk of developing CVD in the next decade was 
estimated by a new risk calculator. Since treating to 
specific LDL-C targets was no longer recommended, 
clinicians should focus on assessing patients’ risk of 
atherosclerotic CVD and whether they fall into one of 
four high-risk patient groups, for which moderate- or 
high-intensity statin therapy is recommended: (a) pa-
tients with clinical atherosclerotic CVD, (b) patients 
with LDL-C levels ≥190 mg/dL, (c) patients with type 2 
diabetes mellitus (T2DM) aged 40–75 years with LDL-C 
levels of 70–189 mg/dL but without clinical ASCVD 
and (d) patients without clinical ASCVD or diabetes 
but with LDL-C levels of 70–189 mg/dL and estimated 
10-year CVD risk ≥7.5%.

μητό επίπεδο, έτσι ώστε να μπορούμε να προσθέσουμε 
εζετιμίμπη και/ή αναστολείς της PCSK9, αν δεν έχουν 
φτάσει σε αυτό το επίπεδο. Σε ασθενείς με ετερόζυγη 
οικογενή υπερχοληστερολαιμία (HeFH) που έχουν πο-
λύ υψηλά αρχικά επίπεδα LDL-C, η μείωση κατά 50% 
δεν είναι αρκετή για να επιτευχθεί ένα αποδεκτό επίπε-
δο. Επίσης, σε ασθενείς με δυσανεξία στη στατίνη και 
σε ασθενείς υψηλού καρδιαγγειακού κινδύνου που δεν 
ανταποκρίνονται επαρκώς σε συνδυασμένη θεραπεία 
(στατίνη συν εζετιμίμπη) πρέπει να προσθέσουμε ανα-
στολείς PCSK9 που μπορούν να μειώσουν περαιτέρω 
την LDL-C κατά 50–60% με διαφορετικό μηχανισμό α-
πό τις στατίνες. Έτσι, υπάρχει μια πιεστική ανάγκη για 
αλλαγή των κατευθυντήριων γραμμών των ACC/AHA 
προς την κατεύθυνση της υιοθέτησης συγκεκριμένων 
θεραπευτικών στόχων της LDL-C, ώστε να καθορίζο-
νται κανόνες για τη διαχείριση των ακριβών αναστολέ-
ων της PCSK9 και τη χορήγησή του μόνο σε εκείνους 
που τους έχουν ανάγκη. Διαφορετικά, τα συστήματα 
υγειονομικής περίθαλψης δεν θα εγκρίνουν τη χρήση 
των αναστολέων της PCSK9 και αυτό θα κοστίσει πολ-
λές ανθρώπινες ζωές.

if they have not reached that level. In patients with 
heterozygous familial hypercholesterolaemia (HeFH), 
who have very high baseline LDL-C levels, the 50% 
reduction is not enough to reach an acceptable level. 
In addition, in statin intolerant patients and in those 
high risk patients who do not adequately respond to 
combined treatment (statin plus ezetimibe) we need to 
add PCSK9 inhibitors that can further reduce LDL-C 
by 50–60% with a different mechanism of action than 
statins. Thus, there is a pressing need for a change in 
2013 ACC/AHA guidelines towards adopting specific 
LDL-C goals so that rules are established for the ad-
ministration of the expensive PCSK9 inhibitors only 
in those who need them. Otherwise, healthcare sys-
tems will not approve the use of PCSK9 inhibitors and 
that will cost a lot of lives.
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2.  Acceptability and implementation 
of 2013 ACC/AHA guidelines

The ACC/AHA guidelines were considered impractical 
and were not adopted by any other scientific organiza-
tion. The Task Force of the European Atherosclerosis 
Society/European Society of Cardiology, the National 
Lipid Association smaller Societies from South America 
or Asia declined to endorse these new cholesterol 
(statin) guidelines and suggest sticking with previous 
guidelines. 

In Greece, we continue to use the 2011 European 
guidelines,2 and especially the Hellenic guidelines 
adapted to the data of the Greek population,3 recently 
validated.4

2.1. This happens for various reasons

 1.  The 2013 Risk Equation was based solely in epide-
miological data and the ACC/AHA guidelines on 
prospective, randomized, controlled, survival trials. 
We are long past from defining CVD main risk fac-
tors; at present we face difficulties in implementing 
previous simpler treatment guidelines.

 2.  The studies used for the formulating the CVD risk 
estimation equation were conducted in the US 
only. Thus, this equation might be applicable in US 
but not elsewhere (Europe, Asia, Africa and South 
America).

 3.  The guidelines suggest only statin treatment and 
practically ignore all other hypolipidaemic agents; 
thus, these are statin- and not lipid guidelines.

 4.  The algorithms used to define the choice of treat-
ment are very complex and could not be under-
stood by all physicians that have to implement a 
number of algorithms for various diseases within 
their specialty.

 5.  There is no mention about coronary heart disease 
(CHD) equivalents, such as T2DM and chronic kid-
ney disease as well as their combination (diabetic 
nephropathy has an annual mortality rate of 20%, 
similar to that of cancer, and is ignored by these 
guidelines). This occurs in an era when other pan-
els are considering to expand the concept of CHD 
equivalents and to include rheumatoid arthritis, 
non-alcoholic fatty disease or its advanced form of 
non-alcoholic steatohepatitis, and others.

 6.  On the other hand, the CVD risk estimation equa-
tion overestimates CVD risk in subjects without 
overt CVD or T2DM and may increase by up to 150% 
the number of subjects that require statin treat-

ment. Patients on statins are at present 31.5 million 
in US and their number is estimated to rise to more 
than 70 million. It has also been projected that the 
application of the ACC/AHA guidelines will render 
eligible for statin treatment more than 1 billion sub-
jects worldwide. It appears that these guidelines 
panel aim to prevent an increase in CVD mortality 
in the US due to the ever increasing prevalence of 
obesity, with cheep (generic atorvastatin costs 5$ 
a month, and 10$ for a 3 month “refill”) statins for 
everybody. Obesity, hypertension, dyslipidemia, 
T2DM and metabolic syndrome (MetS) are driving 
the CVD risk in US. Despite the fact that 70% of US 
adults are overweight or obese, still diet quality 
continues to deteriorate, leading to the fact that 
at present time more than half of US adults have 
dyslipidemia. However, statin for everybody with-
out weighting the risk/benefit ratio is dangerous. 
Statins are known to cause new onset diabetes from 
1% up to 33%5 of people that take them, especially 
in obese people, those with MetS and those with 
prediabetes. Thus, this policy will probably cause a 
boost in the prevalence of T2DM and at a second 
stage of CVD.

 7.  The lack of specific LDL-C targets is probably the 
greatest problem with these guidelines. It is not 
rare to see a patient with heterozygous familial hy-
percholesterolemia (HeFH) (approximately 1 million 
cases in the US) with LDL-C levels of 300–400 mg/dl. 
According to the ACC/AHA guidelines, a 50% reduc-
tion in these levels is enough. However, does any-
body believe that an LDL-C concentration of 150–
200 mg/dL is within the normal range? Therefore, if 
the ACC/AHA guidelines are adopted, many patients 
who need intensive hypolipidaemic (mainly combi-
nation) treatment will be deprived of it, while oth-
ers who do not need it are considered eligible to 
receive it.

 8.  These guidelines will be an immense barrier that 
will at least delay the use of novel hypolipidaemic 
drugs, such as antibodies against proprotein con-
vertase subtilisin/kexin type 

 9  (PCSK9) (evolocumab and alirocumab) that are al-
ready commercially available and are expected to 
be very efficacious but also expensive. These have 
an indication to be used in very high CVD risk pa-
tients that cannot reach the <70 mg/dL LDL-C goal 
with available treatments. How can one use these 
drugs if there is no specific LDL-C goal above which 
PCSK9 inhibitors could be used?
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10.  Finally, the guidelines do suggest follow-up mea-
surement of LDL-C levels to ensure compliance with 
statin treatment however, However, they recom-
mend that a baseline measurement of transaminase 
(ALT) levels should be performed before initiation 
of statin therapy. There is no recommendation to 
monitor transaminase levels. 

3.  New problems with the ACC/AHA 
guidelines asking for reconsideration

Recently, the Consumer Value Stores (CVS) Health, a 
large pharmacy benefits manager with nearly 70 mil-
lion clients in the US, requested ACC and AHA to return 
to goal-based LDL-C targets in order to reduce the mas-
sive costs of the new PCSK9 inhibitors.6 In a recent pub-
lication in JAMA7 authors discuss the costs of alirocum-
ab (Praluent, Sanofi/Regeneron), which was approved 
by the Food and Drug Administration (FDA) in early 
August and is priced at $14,600 per year.6,7 The FDA also 
approved Amgen's Repatha (evolocumab) for US mar-
keting in late August 2015. Repatha is indicated for use 
in addition to diet and maximally-tolerated statin ther-
apy in adult patients with HeFH, homozygous familial 
hypercholesterolemia (HoFH), or clinical atherosclerotic 
CVD, such as myocardial infarction or stroke, who re-
quire additional LDL-C lowering. Wholesale Acquisition 
Cost (WAC) of Repatha is $14,100 annually for the every 
two weeks subcutaneous administration. Actual costs 
to patients, payers and health systems are anticipated 
to be different in Europe; in UK it is estimated to have 
an annual cost of £6,000, based on pricing negotiations, 
insurance coverage or patient assistance programs.

The question is how many patients are going to 
use these medications. This will partly depend on the 
views of the cardiology community about how effec-
tive these medications are, and obviously these views 
partly depend on the current guidelines. Given the 
price of PCSK9 inhibitors, we know what they cost now, 
and we know how many patients are on statins, and 
when you put these two facts put together, the costs 
will likely be astounding.6,7 It all depends of what part 
of people on statins will also be treated with PCSK9 
inhibitors.6 With more than 73 million adults in the US 
with elevated LDL-C levels, and with both alirocumab 
and evolocumab approved not as a cure but rather a 
lifelong treatment for managing hypercholesterol-
emia, specialists argue that if PCSK9 inhibitors are used 
broadly this would be the most costly treatment ever.6 
None of the health care providers in US has approved 

alirocumab or evolocumab waiting for whole sale deals 
with Sanofi and Amgen.

Express Scripts, the largest pharmacy benefit man-
ager in the US, has also the same opinion and claimed 
that the cost of the PCSK9 inhibitors could "wreak fi-
nancial havoc" on its business.6 These huge Companies 
(7th and 10th largest Companies from all fields in US) 
covering more than 150 million people in US will not 
approve the use of PCSK9 inhibitors unless strict rules 
are adopted. For example patients with HeFH will be 
eligible for treatment with PCSK9 inhibitors, if not ef-
fectively controlled by statins or statin plus ezetimibe 
combinations. On the other hand, which is the exact 
definition of statin intolerance should be meticulously 
defined. Finally, high CVD risk patients not reaching 
LDL-C targets (i.e. a huge number of patients) should 
probably also be eligible for PCSK9 inhibitor therapy.6,7 
In all these cases, specific LDL-C goals have to be deter-
mined, so that only when these goals are not attained, 
during the implementation of a specific treatment al-
gorithm, the patient would be a candidate for PCSK9 
inhibitor treatment. Healthcare payers believe that it is 
a reasonable solution to return to a utilization-manage-
ment strategy that relies on lipid goals.7 The lipid goals, 
such as treating patients to an LDL-C target <100 mg/
dL or <70 mg/dL in very high-risk patients would help 
support "rational decision making" regarding the use of 
PCSK9 inhibitors.6 In any case, the revision of the ACC/
AHA guidelines so that specific LDL-C targets are rec-
ommended is of paramount importance for the proper 
utilization of PCSK9 inhibitors. The high status of the 
organizations that issued the 2013 ACC/AHA guidelines 
is so great that affects physicians all over the world, 
despite the fact that these guidelines have not been 
adopted by local Scientific Organizations. Thus, the 
change of the ACC/AHA guidelines will have a global 
effect. 

The recent experience with sofosbuvir, for the treat-
ment of hepatitis C, showed that the healthcare system 
might be devastated by a single drug. Sofosbuvir is in-
dicated for the treatment of 3 million people with hep-
atitis C in US for a specific period of time (12 weeks).8 
PCSK9 inhibitors will be probably used by a much high-
er number of patients and for life. This demonstrates 
that if rules are not utilized the healthcare providers will 
never approve PCSK9 inhibitors, not even for HeFH pa-
tients, because of the lack of a reliable HeFH registry. To 
have the most ever effective hypolipidaemic drug cat-
egory at hand and not be able to use it because of lack 
of LDL-C targets or rules will be devastating. Therefore, 
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the appropriate use of PCSK9 inhibitors in specific pa-
tient categories should be facilitated, deriving the 
most benefit of these agents, without bankrupting the 
healthcare system.6–8

If the expert panel of the 2013 ACC/AHA guidelines 
decides to revise them, there will be a chance to report 
that hypolipidaemics other than statins, such as ezeti-
mibe, can show a clinical benefit if used with a statin 
and induce a further LDL-C reduction and that in the 
case of LDL-C the lower the better, at least down to 52 
mg/dl, as the IMPROVE-IT trial9 showed. In this case, 
specific LDL-C targets are also necessary to decide in 
each patient if the use of ezetimibe is necessary.9

Disclosures

There is no conflict of interest.

References
1.  Stone NJ, Robinson J, Lichtenstein AH et al. 2013 ACC/AHA 

Guideline on the Treatment of Blood Cholesterol to Reduce 
Atherosclerotic Cardiovascular Risk in Adults: A Report of the 
American College of Cardiology/American Heart Association 
Task Force on Practice Guidelines. J Am Coll Cardiol 2014, 
63:2889–2934 

2.  European Association for Cardiovascular Prevention & Rehabili-
tation, Reiner Z, Catapano AL, De Backer G et al. ESC Committee 

for Practice Guidelines (CPG) 2008–2010 and 2010–2012 
Committees. ESC/EAS Guidelines for the management of dyslip-
idaemias: the Task Force for the management of dyslipidaemias 
of the European Society of Cardiology (ESC) and the European 
Atherosclerosis Society (EAS). Eur Heart J 2011, 32:1769–1818

3.  Elisaf M, Pitsavos C, Liberopoulos E, Tziomalos K, Athyros VG. 
Guidelines of the Hellenic Society of Atherosclerosis for the diag-
nosis and treatment of dyslipidemia. Hellenic J Atherosclerosis 2014, 
5:151–163

4.  Panagiotakos DB, Georgousopoulou EN, Fitzgerald AP et al. 
Validation of the HellenicSCORE (a Calibration of the ESC SCORE 
Project) Regarding 10-Year Risk of Fatal Cardiovascular Disease in 
Greece. Hellenic J Cardiol 2015, 56:302–308

5.  Cai R, Yuan Y, Zhou Y, Xia et al. Lower intensified target LDL-c 
level of statin therapy results in a higher risk of incident diabetes: a 
meta-analysis. PLoS One 2014, 9:e104922 

6.  O'Riordan M. Bring Back LDL Targets Back to Manage Cost and 
Use of PCSK9 Inhibitors, Says CVS Health. Medscape 29 August 
2015

7.  Shrank WH, Barlow JF, Brennan TA. New Therapies in the 
Treatment of High Cholesterol: an Argument to Return to Goal-
Based Lipid Guidelines. JAMA 2015 Aug 10 (Epub ahead of print)

8. Brennan T, ShrankW. New expensive treatments for hepatitis C 
infection. JAMA 2014, 312:593–594

9.  Cannon CP, Blazing MA, Giugliano RP et al, IMPROVE-IT 
Investigators. Ezetimibe Added to Statin Therapy after Acute 
Coronary Syndromes. N Engl J Med 2015, 372:2387–2397

Submitted 08/09/2015
Accepted 21/09/2015


	Atherosklirosi_3o_2015


<<
  /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
  /CreateJDFFile false
  /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
  ]
  /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 <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /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.)
  >>
  /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




