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ABSTRACT

Aim: The objective of this study was to assess whether an elderly patient’s frailty was associated
with acute kidney injury (AKl) and to examine whether severe frailty group had an increased risk
of AKI than mild-moderate group.

Methods: We searched The Cochrane Library, PubMed, and EMBASE for relevant studies without
language limitations before 1 March 2019 with a priori defined inclusion and exclusion criteria.
Five population-based cohort studies were included for systematic review and meta-analysis.
Results: Compared with the control group, the frailty group is significantly associated AKI (Odds
Ratio =2.05; 95% Cl: 1.23-3.43). The moderate-severe frailty group has an increased risk of AKI
than mild frailty group (Hazard Ratio =2.87; 95% Cl: 1.60-5.17.

Conclusion: In conclusion, the available best evidence support an association between frailty
and AKI among elder patients, thus relevant interventions should be taken among elderly under
potential risk of AKI.
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Introduction elucidate the pathogenesis of AKI [10]. Previous epidemio-
logic studies also indicated that AKI in the elderly is
increasingly common and that there is an age-dependent
relationship between AKI and older age [11,12]. In add-
ition, AKl is obvious that all clinical phenotypes of AKI
could not fit into a single pathophysiologic pathway [10].
Whether frailty is associated AKI is an important
clinical question warranting investigation. However, the
impacts of frailty on AKI among elderly is still unclear.
The objective of this systematic review and meta-
analysis was to assess the risk of AKI in elder people
with frailty and to examine the respective risk estimates

Frailty is multidimensional syndrome defined as a ‘loss
of physiologic reserve and the ability to resist stress’
[1,2], and frailty is common in geriatric populations and
leads to a high risk of falls, disability, hospitalization
and death [3]. The consequences of frailty are often
measured mortality, morbidity and institutionalization
[4]. Frailty also has been recognized as a risk factor for
diabetes, cardiovascular, kidney dysfunction and
depressed mood [5-7]. Frailty was thought to have
physical and cognitive components [8]. Cognitive frailty
may lead to impaired executive function, falls, balance

disturbances functional decline, urge incontinence, dis-
ability [9]. Physical frailty severely limit patients’ ability
to perform activities in home environment [6].

From the clinical viewpoint, acute kidney injury (AKI) is
a complex clinical syndrome that significantly influences
the disease process and worsens the outcome of a large
number of patients in hospitalizations. Evidence-based
studies defined the syndrome more accurately and

in those with mild and moderate-severe frailty.

Materials and methods
Literature search

Electronic searches of The Cochrane Library, PubMed, and
EMBASE for relevant studies from inception to 1st March
2019 were done in this study. The search string used was
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Figure 1. PRISMA study flow chart.

‘(((elder people OR elderly OR the aged OR aging OR old
people OR elder OR old man OR the old OR the elderly))
AND (frail OR frailty OR weak OR fragile OR feeble OR in
poor health)) AND (acute renal injury OR acute kidney fail-
ure OR acute renal failure OR acute kidney injury OR acute
kidney insufficiency OR acute renal insufficiency).” with no
limitations on language. We check the reference list of
screening studies or other relevant comments to further
identify other similar studies. The search strategy without
handsearching is shown in Supplementary Material 1. This
study is conducted according to the Preferred Reporting
Items for Systematic Reviews and Meta-Analyses (PRISMA)
guidelines (Figure 1). The protocol of this systematic
review was registered in the PROSPERO under the num-
ber CRD136855.

Study selection

These studies are included if the following inclusion crite-
ria are met: 1. the study design was cohort study; 2. the
exposure group was composed of people diagnosed with

AKI and the control group was composed non-AKl; and 3.
the outcome was either the odds or risk of AKI in subjects
with frailty. The outcome of our interest was whether
frailty existed before diagnosed with AKIl. We did not
include frailty after AKI. The titles and/or abstracts of the
search results were scanned, and we obtained the full
text when a study had appeared to meet the criteria men-
tioned before. In order to determine if there were poten-
tially related information, we examined the full text. We
screened the titles and abstracts of the search papers and
obtained the full text when a study revealed to meet the
inclusion criteria. We further examined the full text to
decide whether information was potentially related. Two
authors (Miss Zhu Liduzi Jiesisibieke and Dr. Tao-Hsin
Tung) selected relevant studies independently, with dis-
agreements resolved via discussion with a third senior
author (Prof. Ching-Wen Chien).

Data extraction and quality assessment

The following data were extracted from the included
studies by using a data extraction form: first author,
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Table 1. Characteristics of included studies.

Mean age of
study subjects

57(AKI);

Study, year, country,

NOS Score?
S****
C**

Outcomes

Assigned Groups

Study subjects

243 AKI

Study Duration

Study Design

database used
Khaled Abdel-Kader,

Number

AKI was associated

According to Clinical

4 years

Secondary analysis of a

with higher CFS
scores at 3 and
12 months.

Frailty Scale,

74 No-AKI 56(No-AKI)

(2007-2010)

prospective

2018, USA, Pubmed

O***

patients are

cohort study

classified to
7 groups.
AKI and No-AKI

S***
C**

Frail patients were

68.52 +9.55(Non-frail);
74.71 +9.74(Pre-frail);

78.83 + 10.63(Frail)

93 Nonfrail;

2 years

Prospective

Bellal Joseph, 2016,

more likely to
develop AKI.

(2013-2014) 139 Pre-frail;
136 Frail

cohort study

USA, Pubmed

QF**

=0.03)
OR =239, p

(P

0.004

Gk

Severe frailty was

Severe frailty

82.6 + 7.5(AKI);

2 weeks 31 AKI

Prospective

Sarah Marton, 2018,

Mild-moderate frailty associated with CF*

No frailty

81.2 £ 8.3(No-AKI)

133 No-AKI

following admission

cohort study

UK, Pubmed

O**

=0.01).

AKI (p

S****
c**

The frailest group had

AKI and Non-AKI

183 mild frail; 73.8 +4.7(mild frail);

1 year
(2013)

Retrospective

Seon Ha Beak, 2016,

76.5 + 5.4(moderate an increased risk of
AKI than

199 moderate frail;
151 severe frail

cohort study

Korea,
Pubmed

O***

frail);
79.0 + 6.2(Severe frail)

other groups.

?scale domains: S-selection of study group; C-comparability; O-outcome assessment
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publication year, country, database used, study dur-
ation, study design, study subjects, mean age of study
subjects, assigned groups and outcomes. The
Newcastle-Ottawa Scale (NOS) were applied to assess
the quality of the included studies. The NOS application
includes three aspects: selection of study groups, com-
parability and outcome assessment, and they were
used to assess the quality of the cohort studies [13]. For
each item in the selection and result fields, a study of
up to one star can be awarded, and for comparability,
up to two stars can be obtained. If we get seven or
more stars, we will consider conducting high qual-
ity research.

In addition, to enhance the reproducibility and com-
parability of this review to future reviews of a similar
topic, we also included a risk of bias assessment using
Risk of Bias in Nonrandomized studies of Interventions
(ROBINS-I), since it is the newest and most robust
method of assessing risk of bias in systematic reviews
and meta-analyses.

Inter-rater reliability for the selection and
data extraction

To establish a consistent selection and data extraction,
the kappa statistic was used to assess interobserver reli-
ability between the two independent reviewers. Our
study on interobserver reliability showed a kappa value
of 0.798 for the data extraction (95% confidence inter-
val (Cl): 0.718-0.878).

Statistical analysis

In this study, we used the Review Manager 5.3 (The
Nordic Cochrane Center, The Cochrane Collaboration,
2014). We presented the risk of AKI as OR with 95% ClI
and assessed heterogeneity by using the I? statistic. The
I? statistic evaluates the degree of variation across stud-
ies due to heterogeneity rather than by chance alone.
An 12 values of 50% or more represents substantial het-
erogeneity [14]. Since I was below 50% (I°=43%),
fixed-effect model were carried in meta-analysis.

Results
Characteristics of included studies

As illustrated in Figure 1, our search identified 1096
articles after removing duplicates. Eventually, 4 publica-
tions, reporting a total of four cohort studies with a
total of 1052 study subjects met our inclusion criteria.
The 2012 article by Aitken et al. reported one cohort
study. The characteristics of the included studies are
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Table 2. Risk of bias assessment using ROBINS-I.
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Seon Ha

cohort study

Beak (2016)

shown in Table 1. These studies were published
between 2016 and 2018. All four cohort studies were
population based cohort studies from the UK, the USA,
and Korea. Furthermore, all selected studies were rated
nine stars on the NOS scale considered with high qual-
ity and low-to-moderate risk using ROBINS-I. As shown
in Tables 1 and 2, various sets of diagnostic codes were
used for outcome measurement.

In addition, Khaled-Adbel-Kader et al. [15], Seon Ha
Baek et al. [16], and Sarah Morton et al. [17] staged AKI
based on the criteria of Kidney Disease Improving
Global Outcomes (KDIGO) by the difference between
baseline and peak serum creatinine in the elder popula-
tion. Bellal Joseph et al. [18] defined AKI as one of in-
hospital complications. For the frailty, Khaled Abdel-
Kader et al. [15] defined clinical frailty status using the
Clinical Frailty Scale at 3 and 12 months after discharge.
In Bellal Joseph et al. [18] study, frailty was measured
by Trauma Specific Frailty Index (TSFI). Seon Ha Baek
et al. [16] defined frailty based on the criteria of com-
prehensive geriatric assessment (CGA). Sarah Morton
et al. [17] used ‘The Clinical Frailty Score’ (CFS) as a tool
to assess elder patients’ frailty status.

Association between frailty and AKI among the
elderly population

Four studies provided data on this outcome. The study
by Joseph et al. [18] included 136 patients with frailty,
232 control subjects and concluded that frailty is a sig-
nificant predictor of incident in-hospital complications,
total mortality, and failure to rescue. The study by
Abdel-Kader et al. included 242 patients with frailty
and 75 control subjects. The results suggested that the
main survivors of critical complications by AKI are clin-
ically frail at three and twelve months after discharge,
and AKI is independently related to frailty [15]. The
study by Morton et al. included 45 patients with frailty
and 119 control subjects. They showed that that the
incident AKI in elderly acute medical patients is signifi-
cantly related to severe frailty and higher mortality
[17]. All these study provide odds ratio (OR) or risk
ratio (RR), the total OR is 2.05 (95%Cl: 1.23-3.43). The
study by Atiken et al. include 248 frailty and 1577 con-
trol subjects. No meta-analysis for this outcome was
undertaken as only this paper provide hazard ratio
(HR=3.4, 95%Cl: 2.96-3.84, p<0.01) [14]. In this
study, Figure 2 shows that frailty was significantly
associated with AKI than nonfrailty group (OR=2.05,
95%Cl: 1.23-3.34).
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Frailty Non-frailty Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Bella Joseph 2016 8 136 3 232 92% 477(1.24,18.30] 2016
Khaled Adbel-Kader 2018 65 75 178 242 495% 2.34[1.13,4.82] 2018 —a—
Sarah Marton 2018 23 19 8 45 41.3% 1.11[0.46,2.70] 2018 S E—
Total (95% CI) 330 519 100.0%  2.05[1.23,3.43) ~l
Total events 96 189

ity. Chi®= = = i P= t t + +
Heterogeneity. Chi*= 3.48, df=2 (P=0.18), F= 43% 0.2 05 - 2 5

Test for overall effect: Z= 2.75 (P = 0.006)

Frailty Non-frailty

Figure 2. Odds of AKl in elder patients with frailty. Cl: confidence interval; SE: standard error.

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Seon Ha Baek 2016 09272 04339 47.6% 2.29(0.98 5.35) —

Seon Ha Baek 2016(2) 1.2629 04139 52.4% 3.54[1.57,7.96) ——

Total (95% CI) 100.0% 2.87 [1.60, 5.17] g

Heterogeneity: Chi*= 0.53, df=1 (P=0.47); F= 0% P o 3 + =,

Test for overall effect: Z= 3.52 (P = 0.0004)

Favours [Moderate-severe Frailty] Favours [Mild Frailty]

Figure 3. Risk of AKI in elder patients with frailty. Cl: confidence interval; SE: standard error.

Association between different level of frailty
and AKI

The aforementioned study by Marton et al. provided
comparison among no frailty group, mild or moderate
frailty, and severe frailty. The results showed that sever
frailty group was significantly associated with AKI com-
pared with mild-moderate frailty group (p=0.011),
while the other two groups (no-frailty vs. mild-moder-
ate frailty; no-frailty vs. severe frailty) showed no signifi-
cant difference [17]. Another study by Baek et al.
included 54 frailty and 479 control subjects. This study
showed that the frailest group had an increased risk of
AKI than other two groups (HR=3.54, p =0.002) [16]. In
this study, Figure 3 indicates that moderate-severe
frailty was significantly related to AKI than mild-frailty
group (HR=2.87, 95%Cl: 1.60-5.17).

Discussion
Clinical implications

To the best of our knowledge, this study is the first sys-
tematic review and meta-analysis to examine the
impacts of frailty on AKI among the elderly population.
Our study results support the hypothesis that elder
patients with frailty had an increased risk of AKI, and as
the degree of frailty deepens, the risk of AKI is
increased. Thus, the overall evidence supported an
association between frailty and AKl in the
elder population.

AKI is common in hospital and is important for
patients’ health [19]. Previous study estimated that the
incidence of AKI is highest among elderly patients [12].
Frailty occurs most frequently in elderly population,

and similar to AKI, carries high risk of adverse results
include physical disability, decreased function, more
hospitalization and higher mortality, especially in ill eld-
erly patients critically admitted to the ICU [20].
Although the level of serum creatinine may not totally
reflect patients’ kidney dysfunction in the elderly popu-
lation, previous study found the J-shaped relationship
between serum creatinine and limited ability and sug-
gested that a lower serum creatinine may also be
related to functional limitation and kidney function in
this subgroup [21].

Some injury patterns of AKI, for example, inflamma-
tion and immune system dysregulation, may predispose
to frailty. Other AKI consequences excluded fluid over-
load, anemia, cardiovascular disease, and metabolic
derangements may also affect the frail status of some
susceptible critical disease survivors [15,20]. Although
frailty and AKI often occur in critically ill and elderly
patients, the interactions between them remain unclear.
Despite this, they may tend to cross each other in a
vicious circle, thereby worsening the overall prognosis
of the patients. To compare with younger patients,
elder patients with AKI have decreased kidney function
recovery and increased further mortality [22]. After
adjustment for other confounding factors, old age is
viewed as an independent predictor for AKI and a
multifactorial disease process [23]. In addition, previous
studies also demonstrated that both AKI and frailty
were correlated to longer hospital stay or re-attendance
rates [12]. Based on the results showed that no statis-
tical difference in mortality between aged 65-80 years
and more than 80 years, subjects’ frailty rather than bio-
logical age may be as a predictive factor for incident
AKI [18]. Frailty is still the most problematic
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manifestation of population ageing [24]. Further studies
are needed to validate the relationship, underpin
potential mechanisms of possible bidirectional and
develop treatment regimens focused on ameliorating
the burden of frailty in elder survivors of critical illness
and AKI.

To examine whether frailty had a significant impact
on the rates of AKI among the old, our study included
4 cohort studies and excluded cross-sectional or
case-control studies. Ordinary meta-analyses on the effi-
cacy of interventions obtain high-quality evidence from
randomized controlled trials only [13]. Randomized con-
trolled trials plays an important role in health research
because of its potential for control bias [25]; however,
randomized trials are often not the best source of evi-
dence on harm as the study duration is often too short
to detect long-term or rare adverse outcomes [26,27]. In
addition, it is not possible to randomly classify people
into categories that are ‘Frail’ or ‘No Frailty’. All of our
studies are cohort analysis is an advantage because
these studies can detect the effects of long-term expos-
ure to varying degrees of frailty. Our findings are import-
ant for identifying older patients who are more likely
to have AKI. As result of that, medical staff could pay
attention to nutrition, training and cognitive interven-
tional approaches, which were proved to be effective to
reverse frailty among the elderly patients [28].

Methodological considerations

There are a few limitations in this study. Firstly, due to
the amount of selected studies which could be search
were not sufficient, the relative lower statistical power
with smaller sample sizes is inevitable. Secondly, sur-
rounding random-effects model is controversial, that is,
the assumption of normal distribution for random
effects against the principle of randomization in statis-
tical inference [29]. If there were no random effects, the
variance of random effects would be only as an encum-
brance variable. The statistical application of this nuis-
ance variable to meta-analysis weights would then be
to markedly increase variance estimated and uniform
the weights through grueling the larger studies [30].
Thirdly, it is difficult to conduct subgroup analyses
based on demographic variables such as age, sex, and
concurrent health status because the selected studies
did not include adequate information. Future studies
should be conducted to examine outcomes and con-
firm whether elderly patients’ frailty is an independent
risk factor for AKI. Fourthly, I? test seeks to determine
whether there are real differences according to the
results of the selected studies, namely, heterogeneity,

or whether the variation in findings is reconcilable with
chance alone, that is, homogeneity. I values of
0-24.9%, 25-49.9%, 50-74.9%, and 75-100% were
viewed as none, low, moderate, and high heterogen-
eity, respectively. In this study, we used the fixed-effect
model when I? statistics was 43% less than 50%.
However, we aggregate studies that are different meth-
odologies, heterogeneity in the results is still inevitable.
Fifthly, it is very difficult to explore the results of sub-
group analysis for AKI and AKI requiring dialysis due to
insufficient information for selected studies. Further
studies are needed to estimate the pathological mecha-
nisms associating frailty and AKI only or AKI with dialy-
sis in elderly patients. Finally, although the kappa
statistics for the agreement of interobserver reliability
seemed acceptable [31], nondifferential misclassifica-
tion or bias data extraction still may have occurred.

Conclusion

In conclusion, our study suggests a relationship
between frailty and AKI among elderly population. To
further examine this finding and establish a stronger
result, more large-scale prospective studies are war-
ranted to provide more information about the details of
the association between frailty and AKI. An increased
rate of AKI occurs in frailty elderly patients and clini-
cians should be aware of this possibility.

Acknowledgments

The authors thank the Sunflower Statistical Consulting
Company, Kaohsiung, Taiwan for statistical advice.

Disclosure statement

No potential conflicts of interest were disclosed. The authors
have no proprietary interest in any aspect of this study.
There was no additional financial support from public or pri-
vate sources.

References

[11  Rockwood K, Fox RA, Stolee P, et al. Frailty in elderly
people: an evolving concept. CMAJ. 1994;150(4):
489-495.

[2] Fried LP, Tangen CM, Walston J, et al. Frailty in older
adults: evidence for a phenotype. J Gerontol A Biol
Sci Med Sci. 2001;56(3):M146-M156.

[31 Mcdermid RC, Stelfox HT, Bagshaw SM. Frailty in the
critically ill: a novel concept. Crit Care. 2011;15(1):301.

[4] Pel-Littel RE, Schuurmans MJ, Emmelot-Vonk MH,
et al. Frailty: Defining and measuring of a concept. J
Nutr Health Aging. 2009;13(4):390-394.



(5]

(6]

[7]

(8l

)

(10]

(1]
[12]

[13]

[14]

[15]

[16]

[17]

(18]

Kanauchi M, Kubo A, Kanauchi K, et al. Frailty, health-
related quality of life and mental well-being in older
adults with cardiometabolic risk factors. Int J Clin
Pract. 2008;62(9):1447-1451.

Afilalo J, Karunananthan S, Eisenberg M, et al. Role of
frailty in patients with cardiovascular disease. Am J
Cardiol. 2009;103(11):1616-1621.

Collard RM, Comijs HC, Naarding P, et al. Frailty as a
predictor of the incidence and course of depressed
mood. J Am Med Dir Assoc. 2015;16(6):509-514.
Rockwood K, Howlett SE, Macknight C, et al.
Prevalence, attributes, and outcomes of fitness and
frailty in community-dwelling older adults: report
from the Canadian Study of Health and Aging. J
Gerontol A Biol Sci Med Sci. 2004;59(12):1310-1317.
Morley JE. Cognitive frailty: a new geriatric syndrome?
Eur Geriatr Med. 2015;6(5):408-411.

Makris K, Spanou L. Acute kidney injury: definition,
pathophysiology and clinical phenotypes. Clin
Biochem Rev. 2016;37(2):85-98.

Coca SG. Acute kidney injury in elderly persons. Am J
Kidney Dis. 2010;56(1):122-131.

Abdel-Kader K, Palevsky PM. Acute kidney injury in
the elderly. Clin Geriatr Med. 2009;25(3):331-358.

Chi CC, Chen TH, Wang SH, et al. Risk of suicidality in
people with psoriasis: a systematic review and meta-
analysis of cohort studies. Am J Clin Dermatol. 2017;
18(5):621-627.

Higgins JP, Thompson SG, Deeks JJ, et al. Measuring
inconsistency in meta-analyses. BMJ. 2003;327(7414):
557-560.

Abdel-Kader K, Girard TD, Brummel NE, et al. Acute
kidney injury and subsequent frailty status in survivors
of critical illness: a secondary analysis. Crit Care Med.
2018;46(5):e380-e388.

Baek SH, Lee SW, Kim S, et al. Frailty as a predictor of
acute kidney injury in hospitalized elderly patients: a
single center, retrospective cohort study. PLoS One.
2016;11(6):e0156444.

Morton S, Isted A, Avery P, et al. Is frailty a predictor
of outcomes in elderly inpatients with acute kidney
injury? Am J Med. 2018;131(10):1251-1256.

Joseph B, Phelan H, Hassan A, et al. The impact of
frailty on failure-to-rescue in geriatric trauma patients:

9l

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

[30]

[31]

RENAL FAILURE @ 1027

a prospective study. J Trauma Acute Care Surg. 2016;
81(6):1150-1155.

Koulouridis |, Price LL, Madias NE, et al. Hospital-
acquired acute kidney injury and hospital readmission:
a cohort study. Am J Kidney Dis. 2015;65(2):275-282.
Ortiz-Soriano V, Neyra JA. The impact of acute kidney
injury on frailty status in critical illness survivors-is
there enough evidence? J Emerg Crit Care Med. 2018;
2:93.

Odden MC, Shlipak MG, Tager IB. Serum creatinine
and functional limitation in elderly persons. J Gerontol
A Biol Sci Med Sci. 2009;64:370-376.

Schmitt R, Coca S, Kanbay M, et al. Recovery of kidney
function after acute kidney injury in the elderly: a sys-
tematic review and metaanalysis. Am J Kidney Dis.
2008;52(2):262-271.

Rosner MH. Acute kidney injury in the elderly. Clin
Geriatr Med. 2013;29(3):565-578.

Clegg A, Young J, lliffe S, et al. Frailty in elderly peo-
ple. Lancet. 2013;381(9868):752-762.

David M, Jadad AR, Peter T. Assessing the quality of
randomized controlled trials: current issues and future
directions. Int J Technol Assess Health Care. 1996;12:
195-208.

Chi CC, Wang SH, Wojnarowska F, et al. Safety of top-
ical corticosteroids in pregnancy. Cochrane Database
Syst Rev. 2015;26:CD007346.

Chi CC, Wang SH, Kirtschig G. Safety of topical cortico-
steroids in pregnancy. JAMA Dermatol. 2016;152(8):
934-935.

Nutritional, physical, cognitive, and combination inter-
ventions and frailty reversal among older adults: a
randomized controlled trial. Am J Med. 2015;128:
1225-1236.

Cornell JE, Mulrow CD, Localio R, et al. Random-effects
meta-analysis of inconsistent effects: a time for
change. Ann Intern Med. 2014;160(4):267-270.

Doi SAR, Barendregt JJ, Khan S, et al. Advances in the
meta-analysis of heterogeneous clinical trials I: the
inverse variance heterogeneity model. Contemp Clin
Trials. 2015;45:130-138.

Byrt T. How good is that agreement? Epidemiology.
1996;7(5):561.



	Abstract
	Introduction
	Materials and methods
	Literature search
	Study selection
	Data extraction and quality assessment
	Inter-rater reliability for the selection and data extraction
	Statistical analysis

	Results
	Characteristics of included studies
	Association between frailty and AKI among the elderly population
	Association between different level of frailty and AKI

	Discussion
	Clinical implications
	Methodological considerations

	Conclusion
	Acknowledgments
	Disclosure statement
	References



<<
	/CompressObjects /Tags
	/ParseDSCCommentsForDocInfo true
	/CreateJobTicket false
	/PDFX1aCheck false
	/ColorImageMinResolution 150
	/GrayImageResolution 150
	/DoThumbnails false
	/ColorConversionStrategy /sRGB
	/GrayImageFilter /DCTEncode
	/EmbedAllFonts true
	/CalRGBProfile (sRGB IEC61966-2.1)
	/MonoImageMinResolutionPolicy /OK
	/ImageMemory 1048576
	/LockDistillerParams true
	/AllowPSXObjects true
	/DownsampleMonoImages true
	/PassThroughJPEGImages false
	/ColorSettingsFile (None)
	/AutoRotatePages /All
	/Optimize true
	/MonoImageDepth -1
	/ParseDSCComments true
	/AntiAliasGrayImages false
	/GrayImageMinResolutionPolicy /OK
	/JPEG2000ColorImageDict <<
		/TileHeight 256
		/Quality 15
		/TileWidth 256
	>>
	/ConvertImagesToIndexed true
	/MaxSubsetPct 100
	/Binding /Left
	/PreserveDICMYKValues false
	/GrayImageMinDownsampleDepth 2
	/MonoImageMinResolution 600
	/sRGBProfile (sRGB IEC61966-2.1)
	/AntiAliasColorImages false
	/GrayImageDepth -1
	/PreserveFlatness true
	/CompressPages true
	/GrayImageMinResolution 150
	/CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
	/PDFXBleedBoxToTrimBoxOffset [
		0.0
		0.0
		0.0
		0.0
	]
	/AutoFilterGrayImages true
	/EncodeColorImages true
	/AlwaysEmbed [
	]
	/EndPage -1
	/DownsampleColorImages true
	/ASCII85EncodePages false
	/PreserveEPSInfo false
	/PDFXTrimBoxToMediaBoxOffset [
		0.0
		0.0
		0.0
		0.0
	]
	/CompatibilityLevel 1.6
	/MonoImageResolution 600
	/NeverEmbed [
	]
	/CannotEmbedFontPolicy /Warning
	/AutoPositionEPSFiles true
	/PreserveOPIComments false
	/JPEG2000GrayACSImageDict <<
		/TileHeight 256
		/Quality 15
		/TileWidth 256
	>>
	/PDFXOutputIntentProfile ()
	/JPEG2000ColorACSImageDict <<
		/TileHeight 256
		/Quality 15
		/TileWidth 256
	>>
	/EmbedJobOptions true
	/MonoImageDownsampleType /Bicubic
	/DetectBlends true
	/EncodeGrayImages true
	/ColorImageDownsampleType /Bicubic
	/EmitDSCWarnings false
	/AutoFilterColorImages true
	/DownsampleGrayImages true
	/GrayImageDict <<
		/HSamples [
			1.0
			1.0
			1.0
			1.0
		]
		/QFactor 0.4
		/VSamples [
			1.0
			1.0
			1.0
			1.0
		]
	>>
	/AntiAliasMonoImages false
	/GrayImageAutoFilterStrategy /JPEG
	/GrayACSImageDict <<
		/HSamples [
			1.0
			1.0
			1.0
			1.0
		]
		/QFactor 0.4
		/VSamples [
			1.0
			1.0
			1.0
			1.0
		]
	>>
	/ColorImageAutoFilterStrategy /JPEG
	/ColorImageMinResolutionPolicy /OK
	/ColorImageResolution 150
	/PDFXRegistryName ()
	/MonoImageFilter /CCITTFaxEncode
	/CalGrayProfile (Gray Gamma 2.2)
	/ColorImageMinDownsampleDepth 1
	/JPEG2000GrayImageDict <<
		/TileHeight 256
		/Quality 15
		/TileWidth 256
	>>
	/ColorImageDepth -1
	/DetectCurves 0.1
	/PDFXTrapped /False
	/ColorImageFilter /DCTEncode
	/TransferFunctionInfo /Preserve
	/PDFX3Check false
	/ParseICCProfilesInComments true
	/ColorACSImageDict <<
		/HSamples [
			1.0
			1.0
			1.0
			1.0
		]
		/QFactor 0.4
		/VSamples [
			1.0
			1.0
			1.0
			1.0
		]
	>>
	/DSCReportingLevel 0
	/PDFXOutputConditionIdentifier ()
	/PDFXCompliantPDFOnly false
	/AllowTransparency false
	/PreserveCopyPage true
	/UsePrologue false
	/StartPage 1
	/MonoImageDownsampleThreshold 1.5
	/GrayImageDownsampleThreshold 1.5
	/CheckCompliance [
		/None
	]
	/CreateJDFFile false
	/PDFXSetBleedBoxToMediaBox true
	/EmbedOpenType false
	/OPM 1
	/PreserveOverprintSettings true
	/UCRandBGInfo /Remove
	/ColorImageDownsampleThreshold 1.5
	/MonoImageDict <<
		/K -1
	>>
	/GrayImageDownsampleType /Bicubic
	/Description <<
		/ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
		/PTB <>
		/FRA <>
		/KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
		/NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
		/NOR <>
		/DEU <>
		/SVE <>
		/ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
		/DAN <>
		/JPN <>
		/CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
		/SUO <>
		/CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
		/ESP <>
	>>
	/CropMonoImages true
	/DefaultRenderingIntent /Default
	/PreserveHalftoneInfo false
	/ColorImageDict <<
		/HSamples [
			1.0
			1.0
			1.0
			1.0
		]
		/QFactor 0.4
		/VSamples [
			1.0
			1.0
			1.0
			1.0
		]
	>>
	/CropGrayImages true
	/PDFXOutputCondition ()
	/SubsetFonts true
	/EncodeMonoImages true
	/CropColorImages true
	/PDFXNoTrimBoxError true
>>
setdistillerparams
<<
	/PageSize [
		612.0
		792.0
	]
	/HWResolution [
		600
		600
	]
>>
setpagedevice


