
[Monaldi Archives for Chest Disease 2017; 87:840] [page 9]

pimepimepimepimeppiimmee EDITRICE Monaldi Archives for Chest Disease 2017; volume 87:840

Corresponding author: Bruno Amato, Department of Clinical Medicine and
Surgery, University of Naples Federico II, Via S. Pansini 5, 80131 Napoli,
Italy. E-mail: bruno.amato@unina.it

Key words: Frailty; surgical outcomes; risk assessment; geriatric population.

Received for publication: 27 November 2016
Accepted for publication: 7 December 2016

©Copyright B. Amato et al., 2017
Tipografia PI-ME Editrice, Italy
Monaldi Archives for Chest Disease 2017; 87:840
doi: 10.4081/monaldi.2017.840

This article is distributed under the terms of the Creative Commons
Attribution Noncommercial License (by-nc 4.0) which permits any
noncommercial use, distribution, and reproduction in any medium,
provided the original author(s) and source are credited.

Outcomes after non-cardiac surgery: mortality, complications, disability, 
and rehospitalization

Bruno Amato1, Mario Santoro2, Giuseppe Giugliano3, Giuseppe Servillo4, Veronica Di Nardo5,

Lorenza Di Domenico5, Rita Compagna1, Raffaele Izzo2

1 Department of Clinical Medicine and Surgery, University of Naples Federico II 
2 Department of Translational Medical Sciences, University of Naples Federico II
3 Department of Advanced Biomedical Sciences, University of Naples Federico II
4 Department of Neuroscience, University of Naples Federico II
5 Department of Nuclear Physics and Radiation, Guglielmo Marconi University, Rome, Italy

Abstract

In the last 25 years, the number of patients aged ≥75 years under-
going non-cardiac surgery has greatly increased. In elderly patients,
frailty is significantly associated with an increased risk of adverse
events, functional decline, procedural complications, prolonged hospi-
talization, and mortality. The relationship between frailty and in-
creased mortality and morbidity requires an appropriate tool of assess-
ment to accurately quantify the patient’s clinical and perioperative con-
ditions. The preoperative evaluation of elderly patients candidate for
non-cardiac surgery should include assessment of frailty, sarcopenia
and malnutrition, as these are related to high surgical risk. For colon-
rectal surgery as also for gastric cancer surgery, especially early gastric
cancer, the introduction of laparoscopy has yielded considerable bene-
fits in terms of short-term postsurgical outcomes, e.g. lower rate of in-
traprocedural bleeding and reduced length of hospital stay. Despite the
progress made in preoperative assessment, surgical procedures and
postoperative management, the improvement of outcomes after non-
cardiac surgery in elderly patients remains a challenge and calls for fu-
ture, well-designed clinical studies.

Frailty and risk of mortality

In the last 25 years, the number of patients aged ≥75 years candidate
for non-cardiac surgery has greatly increased due to the exponential
rise in the elderly population, accompanied by an increase in the risk
of frailty. Frailty is defined as a clinical condition characterized by the
presence of a state of reduced physiological reserve and a greater vul-
nerability to stressors. In the elderly patient, frailty is significantly as-
sociated to an increased risk of adverse events, functional decline, pro-
cedural complications, prolonged hospitalization and mortality [1].
The correlation between frailty and the increase in mortality and mor-
bidity necessitates an appropriate assessment tool to accurately quan-
tify the clinical and perioperative condition of the patient [2]. A
number of assessment tools of frailty exist, e.g. the FRAIL scale, Car-
diovascular Health Study Frailty Screening Measure (CHS), Clinical
Frailty Scale, Groningen Frailty Indicator (GFI), Tilburg Frail Indicator
(TFI) and Edmonton Frail Scale (EFS), and are frequently reported in
the literature as valid measures of frailty. However, there exists a gap
between the availability of these scales validated through clinical re-
search and their implementation in clinical practice. The assessment
of perioperative risk through the American Society of Anesthesiologists
(ASA) classification [3], based on the systemic diseases affecting the
patient, and the more recent guidelines of the European Society of Car-
diology (ESC) concerning the assessment of preoperative cardiovas-
cular risk do not take into account the person’s level of frailty: in fact,
the preoperative assessment of frailty is rarely carried out in clinical
practice despite the strong evidence of its predictive value for 30-day
mortality [4] and postoperative complications [5]. The assessment of
frailty of the elderly patient should thus be incorporated into the peri-
operative setting, to evaluate patient characteristics associated with an
increased risk of adverse perioperative outcomes, as a means to pre-
vent complications and a worsening of the patient’s disability.

Gastrointestinal surgery

With the ageing of the population, an increased number of elderly
patients are undergoing gastrointestinal surgery. Elderly patients have
a greater risk of complications during surgery for gastrointestinal neo-
plasm, in particular those undergoing surgery for colorectal neoplasm
present a 4-fold greater risk of postsurgical complications [6]. An at-
tentive preoperative assessment is thus necessary which includes both
frailty and the syndrome of sarcopenia, characterized by a progressive
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Journal of Surgical Oncology in 2012, showing that 6.9% of patients
who undergo bowel surgery to remove a neoplasia of the colon-rectum
presented an anastomotic dehiscence which required surgical reinter-
vention, and this complication was significantly associated to a high
risk of mortality, morbidity and prolonged hospitalization [13]. Twenty
percent of patients who underwent bowel surgery were malnourished,
and the assessment of nutritional status through the Short Nutritional
Assessment Questionnaire (SNAQ) and Malnutrition Universal
Screening Tool (MUST) is of fundamental importance, particularly in
the case of neoadjuvant therapy, in that the latter can induce an alter-
ation of the metabolic and nutritional status, inducing or worsening a
pre-existing state of malnutrition. Although strategies of dietary sup-
plementation can improve the patient’s muscle strength, lung function
and insulin resistance, it has not been demonstrated that nutritional
support yields a benefit in terms of reduced length of hospital stay or
reduced incidence of anastomotic dehiscence. Thus, the assessment of
the level of malnutrition through the SNAQ and MUST scores makes it
possible to identify elderly patients who can benefit from dietary sup-
plements, but it remains still to verify the predictive power of these
scores for postoperative complications. Also obesity, in particular intra-
abdominal (visceral) obesity, is a predictor of post-operative complica-
tions, prolonged hospitalization and the higher prevalence of intraop-
erative conversion from laparoscopic intervention to open surgery. Nu-
merous studies and meta-analyses have shown that programs of en-
hanced recovery after surgery (ERAS) have reduced the length of hos-
pital stay and, overall, the postoperative complications [14]. There is
strong evidence of the benefit in terms of postsurgical outcomes of pre-
ventive antibiotic therapy and of the preoperative preparation of the in-
testine, while the benefit of perioperative fluid therapy, of oxygen sup-
plementation and of non steroid anti-inflammatory drugs (NSAIDs) re-
mains controversial. During interventions of major surgery in which
systemic hypotension and bleeding occur, there is a redistribution of
blood to preserve the vital organs (heart and brain) to the detriment of
the splanchnic circulation, an event which increases the risk of anas-
tomotic dehiscence, in that an adequate perfusion of the tissues and
oxygenation are fundamental for the healing of the anastomosis. Re-
garding perioperative fluid therapy, a restrictive therapy is associated
to reduced cardiopulmonary complications compared to the adminis-
tration of high quantities of fluid, bearing in mind that both thera-
peutic approaches can induce hypoperfusion of the anastomoses due,
respectively, to hypovolemia or local edema; it has thus been proposed
to assess the cardiac output to establish the quantity of fluids that need
to be administered in order to prevent anastomotic hypoperfusion, an
event associated to increased mortality and increased length of stay in
hospital. 

Improvement of outcomes in surgery 

of stomach cancer

Gastric cancer is generally a neoplasm with poor prognosis, and the
surgical treatment of this disease is considered a high-risk procedure.
The introduction of an accurate preoperative assessment of the sur-
gical risk, which includes the Charlson Comorbidity Index (CCI) and
the assessment of nutritional status and frailty, has led to an improve-
ment in postoperative outcomes. The CCI classifies the comorbidities
that have an impact on the mortality risk, and it has been validated in
the surgical setting as a predictor of mortality in patients undergoing
gastric surgery. It has been shown that patients in their 80s and 90s un-
dergoing radical gastrectomy with CCI ≥5 have a greater mortality rate
than elderly patients with CCI <5. The assessment of nutritional status
is also an important preoperative procedure in that stomach cancer is

and generalized loss of skeletal muscle mass and muscle strength,
which is demonstrated to be a strong predictor of procedural complica-
tions related to interventions of gastric, esophageal, colorectal and he-
pato-bilio-pancreatic removal [7]. In fact, the latest guidelines of the
American College of Surgeons have highlighted the importance of the
assessment of frailty and of sarcopenia in the preoperative phase of a
cancer surgery in patients over 75 years of age [8]. The prevalence of
frailty and sarcopenia in patients affected by gastric carcinoma has
been calculated to be, respectively, 30 and 38%, and patients affected by
esophageal and/or gastric neoplasms are at high risk of malnutrition
and, thus, at very high risk of frailty.

Sheetz et al. have demonstrated a strong correlation between frailty,
sarcopenia and perioperative risk of morbidity in patients undergoing
esophagectomy [9]. The authors assessed the area of the psoas major
through CT scans in 230 patients, showing that a normal muscle mass
was associated to a greater overall survival and that the size of the
psoas muscle was an independent predictor of post-surgical outcome.
Obeid et al. reported that the percentage of patients affected by carci-
noma of the colon undergoing surgery with subsequent grade IV or V
complication according to the classification of Clavien was significantly
higher among frail than non-frail patients, 56.3 vs 5.8% [10]. Lieffers
et al. in a prospective study on 234 elderly patients who underwent re-
section of the colon, showed that sarcopenia was strongly associated to
post-operative infections (observed in 23.7% of patients with sar-
copenia vs 12.5% of patients without sarcopenia) [11]. Thus, the pre-
operative assessment of elderly patients undergoing gastrointestinal
surgery should include the assessment of frailty and sarcopenia, both
being correlated to elevated surgical risk.

Improvement of outcomes in surgery 

for colorectal cancer

Although treatment of colorectal neoplasm is multidisciplinary, an
accurate preoperative assessment of the elderly patient and an optimal
surgical strategy nevertheless represent the cornerstone for improved
patient survival. Sixty-six percent of patients affected by this disease
undergo at least one surgical intervention of major resection, and the
pre- and perioperative care pathways are crucial to improve the clinical
outcomes of surgery, such as mortality, treatment efficacy and func-
tional recovery [12]. The preoperative assessment of frailty, sarcopenia
and nutritional status in elderly patients, together with the implemen-
tation of a “personalized” surgical strategy based on their clinical con-
ditions, have unequivocally contributed to improving the postoperative
outcomes. The introduction of laparoscopic surgery has been the most
significant factor in improving the short-term postoperative outcomes.
In fact, laparoscopy for the treatment of neoplasms of the colon and
rectum is associated to better short-term outcomes than open surgery;
instead, the long-term outcomes such as survival and rate of recur-
rence of neoplasm of the colon, do not differ between patients who un-
dergo laparoscopy vs open surgery. Thanks to the approach of la-
paroscopy, long incisions can be avoided and the surgical trauma min-
imized. The use of laparoscopy in the treatment of neoplasms of the
colon has significantly reduced intraprocedural hemorrhage, facilitates
the return to normal intestinal function and the resumption of a reg-
ular diet, and has reduced the need to administer analgesic drugs and
the length of hospital stay. 

Despite the improvements in the anesthesiological approach and the
advances in surgical techniques, the complications after surgery for
colorectal cancer have not been completely eradicated. Anastomotic de-
hiscence is among the most frequent and feared complications of bowel
surgery. Snijders et al. published a meta-analysis in the European
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a disease at high risk of malnutrition: in fact 30-38% of affected pa-
tients present >10% weight loss in the previous 6 months due to fac-
tors related to this type of neoplasm, such as early satiety, organ ob-
struction and metabolic alterations. As for colorectal neoplasms, mal-
nutrition increases the risk of morbidity and mortality post-surgery for
gastric cancer. A new strategy to improve post-surgical outcomes is the
so-called ‘prehabilitation’, i.e. the preoperative correction of a reduced
functional, nutritional, physical and neurophysiological status of the
patient. This type of intervention could prove particularly useful in eld-
erly patients, who are often impaired in these areas. As with colorectal
surgery, also for the surgical treatment of gastric neoplasms, in partic-
ular for early gastric cancer, the introduction of laparoscopy has led to
significant benefits in terms of postsurgical outcomes, such as a
smaller intraprocedural blood loss, less postoperative pain, reduced
length of hospital stay and lower levels of serum markers of postopera-
tive stress (PCR, number of leukocytes and interleukin-6 dosed at 7
days post-surgery). The role of laparoscopy in performing a total gas-
trectomy remains controversial in that it is a technically very de-
manding procedure and it does not appear to yield significant improve-
ments in terms of 5-year outcomes with respect to open surgery.

Discussion

The ASA classification for the assessment of perioperative risk and
the ESC guidelines for the preoperative assessment of cardiovascular
risk do not take into account the patient’s frailty. Assessment scales of
frailty (FRAIL scale, Clinical Frailty Scale, Groningen Frailty Indicator)
are little used in clinical practice, despite the evidence concerning
their validity and utility. In elderly patients, frailty is a strong predictor
of procedural complications, adverse events, functional decline, pro-
longed hospitalization and mortality, and thus it is desirable that the
assessment of frailty be part of the preoperative assessment of elderly
patients who undergo non-cardiac surgery. Patients affected by gas-
troesophageal neoplasm have a high risk of malnutrition and frailty.
The guidelines of the American College of Surgeons have highlighted
the utility of the assessment of frailty and sarcopenia in the preopera-
tive phase in patients over 75 years of age, sarcopenia being associated
to complications during interventions of gastric, esophageal, colorectal
and hepato-bilio-pancreatic resection. Laparoscopic surgery for col-
orectal carcinoma has clearly improved the short-term outcomes with
respect to open surgery, reducing in particular the intraprocedural
bleeding and the length of hospital stay, resulting thus as the surgical
approach of choice when the clinical picture consents it.

Conclusions

Despite the progress made in preoperative assessment, surgical pro-
cedures and postoperative management, the improvement of outcomes
post intervention in non-cardiac surgery of the elderly patient repre-
sents, still today, a field that requires future, well-designed clinical
studies.

References

1. Schiattarella GG, Perrino C, Magliulo F, et al. Physical activity in the
prevention of peripheral artery disease in the elderly. Front Physiol
2014;5:12.

2. Brevetti G, Giugliano G, Oliva G, et al M. The impact of comorbidi-
ty burden on the cardiovascular risk in the Peripheral Arteriopathy
and Cardiovascular Events study. QJM 2008;101:575-82.

3. ASA Classification of Physical Status 2014. Available from:
http://www.asahq. org/resources/clinical-information/asa-physical-
status-classification-system.

4. Revenig LM, Master VA, Ogan K, et al. Report of a simplified frailty
score predictive of short-term postoperative morbidity and mortal-
ity. J Am Coll Surg 2015;220:904-11.

5. Beggs T, Serehri A, Szwajcer A, et al. Frailty and perioperative out-
comes: a narrative review. Can J Anaesth 2015;62:143-57.

6. Tan KY, Kawamura YJ, Tokomitsu A, Tang T. Assessment for frailty
is useful for predicting morbidity in elderly patients undergoing
colorectal cancer resection whose comorbidities are already opti-
mized. Am J Surg 2012;204:139-43.

7. Wagner D, DeMarco MM, Amini N, et al. Role of frailty and sarcope-
nia in predicting outcomes among patients undergoing gastroin-
testinal surgery. World J Gastrointest Surg 2016;8:27-40.

8. Chow WB, Rosenthal RA, Merkow RP, et al. Optimal preoperative
assessment of the geriatric surgical patient: a best practices guide-
line from the American College of Surgeons National Surgical
Quality Improvement Program and the American Geriatrics Society.
J Am Coll Surg 2012; 215:453-66.

9. Sheetz KH, Zhao L, Holcombe SA, et al. Decreased core muscle size
is associated with worse patient survival following esophagectomy
for cancer. Dis Esophagus 2013;26:716-22.

10. Obeid NM, Azuh O, Reddy S, et al. Predictors of critical care-relat-
ed complications in colectomy patients using the National Surgical
Quality Improvement Program: exploring frailty and aggressive la-
paroscopic approaches. J Trauma Acute Care Surg 2012;72:878-83.

11. Lieffers JR, Bathe OF, Fassbender K, et al. Sarcopenia is associat-
ed with postoperative infection and delayed recovery from colorec-
tal cancer resection surgery. Br J Cancer 2012;107:931-6.

12. van Vugt JLA, Reisinger KW, Derikx JPM, et al. Improving the out-
comes in oncological colorectal surgery. World J Gastroenterol 2014;
20:12445-57.

13. Snijders HS, Wouters MW, van Leersum NJ, et al. Meta-analysis of
the risk for anastomotic leakage, the postoperative mortality caused
by leakage in relation to the overall postoperative mortality. Eur J
Surg Oncol 2012;38:1013-9.

14. Zhuang CL, Ye XZ, Zhang XD, et al. Enhanced recovery after sur-
gery programs versus traditional care for colorectal surgery: a
meta-analysis of randomized controlled trials. Dis Colon Rectum
2013;56:667-78.

15. Tegels JJW, De Maat MFG, Hulsewé KWE, et al. Improving the out-
comes in gastric cancer surgery. World J Gastroenterol 2014;20:
13692-704.

pimepimepimepimeppiimmee EDITRICE

Non
 co

mmerc
ial

 us
e o

nly



<<
  /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 true
  /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

  /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 <>
    /RUS <>
    /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.)
  >>
  /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




