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ABSTRACT

Background. Elderly colorectal cancer patients have

worse prognosis than younger patients. Age-related sur-

vival differences may be cancer or treatment related, but

also due to death from other causes. This study aims to

compare population-based survival data for young

(\65 years), aged (65–74 years), and elderly (C75 years)

colorectal cancer patients.

Methods. All patients operated for stage I–III colorectal

cancer between 1991 and 2005 in the western region of The

Netherlands were included. Crude survival, relative sur-

vival, and conditional relative survival curves, under the

condition of surviving 1 year, were made for colon and

rectal cancer patients separately. Furthermore, 30-day,

1-year, and 1-year excess mortality data were compared.

Results. A total of 9,397 stage I–III colorectal cancer

patients were included in this study. Crude survival curves

showed clear survival differences between the age groups.

These age-related differences were less prominent in rela-

tive survival and disappeared in conditional relative

survival (CRS). Only in stage III disease did elderly

patients have worse CRS than young patients. Furthermore,

significant age-related differences in 30-day and 1-year

excess mortality were found. Thirty-day mortality vastly

underestimated 1-year mortality for all age groups.

Conclusions. Elderly colorectal cancer patients who sur-

vive the first year have the same cancer-related survival as

younger patients. Therefore, decreased survival in the

elderly is mainly due to differences in early mortality.

Treatment of elderly colorectal cancer patients should

focus on perioperative care and the first postoperative year.

The number of elderly people in the population and the

incidence of colorectal cancer are increasing. Therefore, it

is to be expected that the number of elderly colorectal

cancer patients will further increase. Various population-

based studies show that survival of elderly colorectal

cancer patients is worse compared with younger patients.

Differences in survival by age group in colorectal cancer

may be explained by variations in tumor factors, patient

characteristics, and therapy. Elderly colorectal cancer

patients tend to have more advanced disease stage.1

Besides, they have more comorbidity and are treated less

aggressively than their younger counterparts.2 Comorbidity

influences surgical eligibility and other treatment options.3

Furthermore, it represents a greater risk of non-cancer-

related mortality. Elderly patients less frequently receive

adjuvant chemotherapy and more often discontinue treat-

ment before completion.4

Notwithstanding all these differences, several studies

found similar disease-specific survival for elderly and

young colorectal cancer patients.5–7 This would indicate

that the excess mortality in elderly colorectal cancer

patients is due to competing causes of death. To gain better

insight into survival differences between age groups, the

present study aims to compare population-based survival

data of colorectal cancer patients for different age groups.

It considers not only overall and relative survival but also

conditional relative survival under the condition of sur-

viving 1 year. Furthermore, this study focuses on age-

related differences in 30-day and 1-year mortality.
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PATIENTS AND METHODS

Patients were selected from the regional cancer registry

of the Comprehensive Cancer Centre West (CCCW) cov-

ering the western part of The Netherlands. The nationwide

Dutch Network and Registry of Histo- and Cytopathology

(PALGA) regularly submits reports of all diagnosed

malignancies to the cancer registries. The national hospital

discharge databank, which receives discharge diagnoses of

admitted patients from all Dutch hospitals, completes case

ascertainment. After notification, trained registry personnel

collect data on diagnosis, staging, and treatment from

medical records, including pathology and surgery reports,

using the registration and coding manual of the Dutch

Association of Comprehensive Cancer Centers. Cancer

registry data show actual variations in patterns of staging,

treatment, and survival by age and therefore offer scope for

improvement of care and for creating guidelines, in addi-

tion to randomized clinical trials.8

From the regional cancer registry, patients diagnosed

between 1991 and 2005 with their first, primary, stage I, II

or III colon or rectal cancer who were surgically treated

were selected. Vital status was established either directly

from the patient’s medical record or through linkage of

cancer registry data with the municipal population regis-

tries which record information on their inhabitants’ vital

status. Stage was based on pathological information;

clinical information was used if pathology data were

missing.

Statistics

Patients were divided into younger than 65 years,

65–74 years, and 75 years and older. Differences between

characteristics were tested with chi-squared tests. Overall

survival was calculated with death due to any cause as

event. Relative survival is the preferred way to describe the

prognosis of elderly cancer patients, as it takes into account

the risk of dying from causes other than the disease of

interest.8 Relative survival was calculated by the Hakulinen

method as the ratio of the survival observed among the

cancer patients and the survival that would have been

expected based on the corresponding (age, sex, and year)

general population. National life tables were used to esti-

mate expected survival. Conditional relative survival was

calculated for patients who survived the first year. Relative

excess risks of death (RER) were estimated using a mul-

tivariate generalized linear model with a Poisson

distribution, based on collapsed relative survival data,

using exact survival times. Finally, 30-day and 1-year

overall mortality were calculated as well as the 1-year

excess mortality as (observed - expected deaths)/(number

of patients).

RESULTS

From 1 January 1991 through 31 December 2005 in the

CCCW region 9,611 stage I–III colorectal cancer patients

were diagnosed and 9,397 (97.8%) were operated, being

6,405 patients with colon cancer and 2,992 with rectal

cancer. These patients had median age of 72 years (range

7–100 years) for colon cancer and 69 years (range

18–98 years) for rectal cancer patients. Patient character-

istics according to age group for colon and rectum

separately are shown in Table 1. The percentage of female

patients was significantly higher in the oldest age groups,

especially for colon cancer patients. The number of treated

colon cancer patients increased over the years. Tumor

grade was evenly divided for rectal cancer but not for colon

cancer patients, with more grade III in the elderly. In this

cohort, younger patients had higher tumor stage than the

elderly, although the percentage of patients with unknown

stage of disease was higher in the elderly (data not shown).

Use of adjuvant chemotherapy decreased with advancing

age groups. Radiotherapy for rectal cancer patients was

comparable for the young and aged groups and was lower

in the elderly group.

Figure 1 shows survival curves for overall survival (a),

relative survival (b), and conditional relative survival

(c) for colon and rectal cancer patients in the different age

groups. Differences in survival between age groups for

colorectal cancer patients disappeared when a correction

was made for death from other causes under the condition

of surviving 1 year. As shown in Table 2, the elderly

patients had a RER of 1.6 [95% confidence interval (CI)

1.4–1.9; P \ 0.001] as compared with the young patients

for colon cancer and 1.4 (95% CI 1.2–1.7; P \ 0.001) for

rectal cancer. When relative survival was calculated for

patients who survived the first year, relative excess risks

were around 1.0 (RER 1.1, P = 0.2 for colon; RER 1.1,

P = 0.3 for rectal cancer). Going into more detail by

considering different stages, a significant difference in

conditional relative survival remained for stage III patients

for both colon and rectal cancer.

Table 3 shows overall 30-day, 1-year, and 1-year excess

mortality according to type of tumor in reference to base-

line factors. Gender was a significant factor for first-year

mortality in rectal cancer, with more male patients dying.

Age was the most significant factor for all three mortality

endpoints for both colon and rectal cancer patients. Tumor

grade did not influence 30-day mortality but was a signif-

icant factor for 1-year mortality for both colon and rectal

cancer patients. Tumor stage also influenced 30-day mor-

tality for colon cancer patients, but not for rectal cancer

patients. Thirty-day and 1-year mortality rates decreased

over the years (data not shown). For colon cancer patients

this was only significant (P \ 0.05) for 1-year mortality

1534 J. W. T. Dekker et al.



rates for all age groups (lowest RER 0.94). For rectal

cancer patients, 30-day mortality was significantly reduced

(P \ 0.01) for the elderly (RER 0.89). One-year mortality

for the young and aged patients (lowest RER 0.93) was

significantly improved (P = 0.03), however not for the

elderly patients (P = 0.3; RER 0.98).

DISCUSSION

Crude survival is a solid outcome measure that shows

evident age-related differences. However, crude survival

will overestimate the impact of cancer on survival, because

it also includes mortality due to other causes. To adjust for

this, relative survival is used, defined as the ratio of

observed to expected survival. This reduces age-related

differences in colorectal cancer survival. However, the

results of age-related relative survival are still largely

influenced by early mortality (defined as mortality in the

first postoperative year). Postoperative complications are a

more probable cause for early mortality than the colorectal

cancer itself in stage I–III patients (who, in general, had

curative surgery). Therefore, to get a clear image of the

impact of colorectal cancer on survival for different age

groups, we used conditional relative survival under the

condition of surviving 1 year. As a result, age-related dif-

ferences in survival disappeared, indicating that probably

colorectal cancer itself is not the main cause of age-related

differences in survival. This is in line with earlier studies

that found no age-related differences in cancer-specific

survival.5–7 However, this remains intriguing, since many

papers indicate that differences in survival between the

young and the elderly can be attributed to undertreatment

in the elderly.1,9 Our study confirms these variations in

treatment and that conditional survival in stage III patients

is indeed significantly worse in the elderly. Nonetheless,

the excess mortality in the first postoperative year was the

main determining factor for age-related survival

differences.

Postoperative Mortality

The 30-day mortality rates for the different age groups

in the present study are in accordance with earlier findings

by other studies.10,11 However, the most striking finding of

this analysis is the fact that 30-day mortality vastly

underestimates 1-year mortality for all age groups.

TABLE 1 Characteristics of patients operated for colon and rectal cancer diagnosed in the period 1991–2005 according to age

Colon cancer Rectal cancer

\65.0 years,

number (%)

65–74 years,

number (%)

C75 years,

number (%)

P-

Value

\65.0 years,

number (%)

65–74 years,

number (%)

C75 years,

number (%)

P-

Value

Sex

Male 889 (51.1) 964 (50.3) 1,123 (40.8) \0.001 603 (57.6) 513 (57.5) 523 (49.7) \0.001

Female 851 (48.9) 952 (49.7) 1,626 (59.2) 444 (42.4) 379 (42.5) 530 (50.3)

Year

1991–1995 539 (31.0) 624 (32.6) 831 (30.2) 0.02 307 (29.3) 295 (33.1) 342 (32.5) 0.2

1996–2000 531 (30.5) 642 (33.5) 930 (33.8) 326 (31.1) 281 (31.5) 343 (32.6)

2001–2005 670 (38.5) 650 (33.9) 988 (36.0) 414 (39.6) 316 (35.4) 368 (34.9)

Grade

Grade I 123 (7.1) 129 (6.7) 184 (6.7) 0.02 62 (5.9) 44 (4.9) 56 (5.3) 0.4

Grade II 1,150 (66.1) 1,326 (69.2) 1,808 (65.8) 720 (68.8) 652 (73.1) 768 (72.9)

Grade III 284 (16.3) 276 (14.4) 505 (18.3) 169 (16.1) 122 (13.7) 149 (14.2)

Unknown 183 (10.5) 185 (9.7) 252 (9.2) 96 (9.2) 74 (8.3) 80 (7.6)

Stage

Stage I 317 (18.2) 386 (20.1) 476 (17.3) \0.001 310 (29.6) 333 (37.3) 380 (36.1) \0.001

Stage II 782 (44.9) 902 (47.1) 1,459 (53.1) 318 (30.4) 285 (32.0) 363 (34.5)

Stage III 641 (36.9) 628 (32.8) 814 (29.6) 419 (40.0) 274 (30.7) 310 (29.4)

Treatment

Only surgery 1,219 (70.1) 1,610 (84.0) 2,661 (96.8) \0.001 447 (42.7) 471 (52.8) 750 (71.2) \0.001

Surgery ? RT 12 (0.7) 18 (0.9) 4 (0.2) 449 (42.9) 370 (41.5) 295 (28.0)

Surgery ? CT 504 (28.9) 287 (15.0) 84 (3.0) 68 (6.5) 34 (3.8) 7 (0.7)

Surgery ? CT ? RT 5 (0.3) 1 (0.1) 0 (0.0) 83 (7.9) 17 (1.9) 1 (0.1)

Overall 1,740 (27.2) 1,916 (29.9) 2,749 (42.9) 1,047 (35.0) 892 (29.8) 1,053 (35.2)

RT radiotherapy, CT chemotherapy
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Apparently, the impact and consequences of treatment have

a prolonged effect on mortality. This effect is very strong

even for patients in the youngest group. With increasing

age, also the excess mortality increases. It has been shown

earlier that, with increasing age, not only mortality but also

postoperative morbidity increases.12–14 Furthermore,

Manku et al. showed that in-hospital complications had

prognostic significance.15 In 517 patients who underwent

noncardiac surgery, they found that postoperative compli-

cations caused mortality up to 3 months after surgery, with

a sustaining effect on survival. Greenblatt et al. studied

stage I–III colon cancer patients from the Surveillance,

Epidemiology, and End Results–Medicare database and

found that readmission was strongly associated with 1-year

mortality.16 The same variables that predicted readmission

in this study also predicted 1-year mortality (male gender,

comorbidity, emergent admission, prolonged hospital stay,

blood transfusion, ostomy, and discharge to a nursing

home). Kunitake et al. showed that patients older than

80 years were readmitted almost twice as much as patients

younger than 65 years.17 Furthermore, in their study, 75%

of readmissions were not related to the surgery itself. With

the present study, all these studies seem to imply that, for a

significant number of patients, the assault of surgery has

a

b

c

FIG. 1 a Overall survival according to age for stage I–III patients

operated for colon and rectal cancer. b Relative survival according to

age for stage I–III patients operated for colon and rectal cancer.

c Conditional relative survival (conditioning on patients who survived

1 year) according to age for stage I–III patients operated for colon and

rectal cancer
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delayed effects that can cause mortality beyond the scope

of the surgery.

Stage III Patients

Only in stage III patients were age-related differences

found in conditional relative survival. Here, differences in

(neo)adjuvant therapy between the age groups were most

apparent. This is in line with earlier studies that show that

elderly patients are undertreated.4 This undertreatment of

elderly patients could explain the age-related differences in

conditional relative survival for stage III patients. How-

ever, also in stage III patients, first-year mortality remains a

crucial factor for survival. The difference in conditional

relative survival between young and elderly stage III

patients was 10.4% for colon and 5.6% for rectal cancer,

TABLE 2 Relative and conditional survival of operated stage I–III patients

Colon cancer All stages Stage I Stage II Stage III

RS CS RS CS RS CS RS CS

\65 years Ref Ref Ref Ref Ref Ref Ref Ref

65–74 years 1.2(1.0–1.4) 1.2 (1.0–1.4) 1.2 (0.6–2.4) 1.2 (0.6–2.5) 1.2 (0.9–1.5) 1.3 (1.0–1.8) 1.4 (1.2–1.7) 1.3 (1.0–1.6)

P-Value 0.01 0.03 0.7 0.5 0.2 0.04 \0.001 0.02

75 ? years 1.6 (1.4–1.9) 1.1 (0.9–1.4) 1.2 (0.5–2.8) N.A. 1.8 (1.4–2.2) 1.3 (0.9–1.8) 2.0 (1.6–2.3) 1.4 (1.1–1.8)

P-Value \0.001 0.2 0.7 0.99 \0.001 0.1 \0.001 0.003

Rectal cancer All stages Stage I Stage II Stage III

RS CS RS CS RS CS RS CS

\65 years Ref Ref Ref Ref Ref Ref Ref Ref

65–74 years 1.0 (0.8–1.2) 0.9 (0.7–1.1) 0.8 (0.4–1.8) 0.6 (0.3–1.5) 1.2 (0.8–1.6) 1.1 (0.8–1.7) 1.2 (0.9–1.5) 1.1 (0.8–1.4)

P-Value 0.8 0.2 0.6 0.3 0.4 0.6 0.1 0.6

75 ? years 1.4 (1.2–1.7) 1.1 (0.9–1.4) 1.7 (0.8–3.6) 0.3 (0.1–7.0) 1.6 (1.1–2.2) 1.4 (0.9–2.2) 1.8 (1.4–2.3) 1.5 (1.2–2.0)

P-Value \0.001 0.3 0.2 0.5 0.009 0.1 \0.001 0.002

RS relative survival, CS conditional survival, N.A. not addressed due to small numbers

TABLE 3 Overall 30-day and 1-year mortality and relative 1-year mortality rates in percentages according to type of tumor

Colon cancer Rectal cancer

Overall mortality Excess mortality Overall mortality Excess mortality

N B30 days 1st year 1st year N B30 days 1st year 1st year

Sex

Male 2,976 4.6 15.7 11.3 1,639 2.1 13.2 9.4

Female 3,429 4.1 14.5 10.9 1,353 1.3 9.9 6.9

Age (years)

\65 1,740 1.4 6.8 6.1 1,047 0.2 5.1 4.4

65–74 1,916 2.4 10.8 8.5 892 1.4 9.5 7.2

C75 2,749 7.5 23.2 16.0 1,053 3.7 20.1 13.1

Grade

I 436 2.1 9.9 6.0 162 3.1 8.0 4.9

II 4,284 4.4 12.6 8.5 2,140 1.8 10.2 6.6

III 1,065 4.7 25.2 21.3 440 1.6 22.3 19.5

Unknown 620 4.8 18.2 14.8 250 1.2 8.4 5.2

Stage

I 1,179 1.7 8.0 4.0 1,023 1.5 7.6 3.8

II 3,143 5.0 13.5 4.0 966 2.4 12.7 9.1

III 2,083 4.8 21.4 4.0 1,003 1.5 14.9 12.1
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while the differences in 1-year excess mortality rates were

17.2% and 12.0%, respectively.

Limitations

An obvious limitation of this study is the lack of infor-

mation on emergency surgery and comorbidity. Both are

associated with increased postoperative complications and

mortality. They will not only have had a prominent influ-

ence on early mortality for all age groups, but they probably

account for the differences between the age groups as well.

Elderly patients are more likely to undergo emergency

surgery, and also the incidence of comorbidity increases

with age.10 Nevertheless, the strength of this study is that it

shows the essence of age-related survival and early mor-

tality differences in a large population-based cohort.

Clinical Implications

The results of this study could provide a focus for future

studies and have implications for the clinical setting. As

age-related differences in mortality are most apparent for

the first postoperative year, this is where the focus must be

in treating elderly colorectal cancer patients. Although

some risk factors may not be modifiable, others relate to

care processes. More attention should be given to patient

selection and careful preoperative evaluation, followed by

medical optimization, proper timing of surgery, and plan-

ning of perioperative care. Furthermore, appropriate

referral to high-volume or dedicated centers should be

considered if it is anticipated that patients will require a

higher level of resources and care following surgery.

Quality enhancement programs could focus on particular

complications. These should not only try to prevent the

occurrence of perioperative complications but also focus

on early identification and adequate treatment of compli-

cations to avoid related mortality.18

The excess mortality of the first postoperative year

forms a clear indication of the prolonged impact of the

perioperative period, especially when complications occur.

Therefore, we should anticipate preoperatively the level of

functioning after discharge.13 The targets of treatment for

elderly patients should extend beyond the in-hospital per-

iod, and continued attention should be given to comorbidity

and complications in the post-hospital period.

The prolonged impact of the perioperative period could

also have a profound effect on functional status and quality

of life. For elderly patients these issues should be evaluated

with care, especially when they have limited life expec-

tancies. However, for the majority of patients, age per se is

not a contraindication for surgery, not least because surgery

for colorectal cancer is often the best way to ensure

palliation.

CONCLUSIONS

This study can help to comprehend the challenge of

treating elderly colorectal cancer patients. When survival

data for colorectal cancer are corrected for expected death

from other causes and first-year mortality, age differences

disappear. Therefore, decreased survival in the elderly is

mainly due to differences in early mortality. Only for stage

III disease did elderly patients fare worse, probably as a

result of less extensive adjuvant treatment. The overall

difference between the younger and elderly age groups is

that, within the elderly group, there is an excess mortality

of about 10% the first year. Further studies are necessary to

elucidate the etiology of these differences and whether they

may be modifiable. This study implies that, in treating

elderly stage I–III colorectal cancer patients, the focus

should be on the perioperative process and the first post-

operative year.
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REFERENCES

1. Papamichael D, Audisio R, Horiot JC, et al. 2009. Treatment of

the elderly colorectal cancer patient: SIOG expert recommenda-

tions. Ann Oncol. 20:5–16.

2. Lemmens VE, Janssen-Heijnen ML, Houterman S, et al. Which

comorbid conditions predict complications after surgery for

colorectal cancer? World J Surg. 2007;31:192–9.

3. Janssen-Heijnen ML, Maas HA, Houterman S, et al. Comorbidity

in older surgical cancer patients: influence on patient care and

outcome. Eur J Cancer. 2007;43:2179–93.

4. Muss HB, Biganzoli L, Sargent DJ, et al. Adjuvant therapy in the

elderly: making the right decision. J Clin Oncol. 2007;25:1870–5.

5. Vironen J, Kellokumpu S, Andersson LC, et al. Comparison of a

peanut agglutinin test and an immunochemical faecal occult

blood test in detecting colorectal neoplasia in symptomatic

patients. Scand J Clin Lab Invest. 2004;64:140–5.

6. Puig-La CJ, Jr., Quayle J, Thaler HT, et al. Favorable short-term

and long-term outcome after elective radical rectal cancer

resection in patients 75 years of age or older. Dis Colon Rectum.
2000;43:1704–9.

7. Violi V, Pietra N, Grattarola M, et al. Curative surgery for

colorectal cancer: long-term results and life expectancy in the

elderly. Dis Colon Rectum. 1998;41:291–8.

8. Louwman WJ, Vulto JC, Verhoeven RH, et al. Clinical epide-

miology of breast cancer in the elderly. Eur J Cancer. 2007;43:

2242–52.

9. Aparicio T, Navazesh A, Boutron I, et al. Half of elderly patients

routinely treated for colorectal cancer receive a sub-standard

treatment. Crit Rev Oncol Hematol. 2009;71:249–57.

10. Colorectal Cancer Collaborative Group. Surgery for colorectal

cancer in elderly patients: a systematic review. Lancet. 2000;356:

968–74.

11. Tan JJ, Foo AY, Cheong DM. Colorectal clinical pathways: a

method of improving clinical outcome? Asian J Surg. 2005;28:

252–6.

1538 J. W. T. Dekker et al.



12. Rutten HJ, den DM, Lemmens VE, et al. Controversies of total

mesorectal excision for rectal cancer in elderly patients. Lancet
Oncol. 2008;9:494–501.

13. Bentrem DJ, Cohen ME, Hynes DM, et al. Identification of

specific quality improvement opportunities for the elderly

undergoing gastrointestinal surgery. Arch Surg. 2009;144:

1013–20.

14. Cohen AM. Management of colorectal cancer. Compr Ther.
1990;16:43–50.

15. Manku K, Bacchetti P, Leung JM. Prognostic significance of

postoperative in-hospital complications in elderly patients.

I. Long-term survival. Anesth Analg. 2003;96:583–9. Table.

16. Greenblatt DY, Weber SM, O’Connor ES, et al. Readmission

after colectomy for cancer predicts one-year mortality. Ann Surg.
2010;251:659–69.

17. Kunitake H, Zingmond DS, Ryoo J, et al. Caring for octogenarian

and nonagenarian patients with colorectal cancer: what should

our standards and expectations be? Dis Colon Rectum.
2010;53:735–43.

18. Birkmeyer JD, Sharp SM, Finlayson SR, et al. Variation profiles

of common surgical procedures. Surgery. 1998;124:917–23.

First Year Accounts for Survival Differences 1539


	Importance of the First Postoperative Year in the Prognosis of Elderly Colorectal Cancer Patients
	Abstract
	Background
	Methods
	Results
	Conclusions

	Patients and Methods
	Statistics

	Results
	Discussion
	Postoperative Mortality
	Stage III Patients
	Limitations
	Clinical Implications

	Conclusions
	Open Access
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 149
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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 149
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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 599
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /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.)
    /DEU <>
  >>
  /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 [595.276 841.890]
>> setpagedevice


