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Acute clinical events in patients with sickle cell disease: epidemiology and
treatment
Eventos agudos em doença falciforme: epidemiologia e tratamento

Monique M. Loureiro1

Suely Rozenfeld2

Rodrigo D. Portugal1

Sickle cell disease is a hereditary illness of high prevalence in black population, and
involved patients frequently have multiple hospitalizations. Our objective was to describe
and to analyze the clinical course of hospitalizations in patients with sickle cell disease.
Cross-sectional study of 78 patients submitted to 230 hospital admissions due to acute
complications of sickle cell disease, from 2000 to 2004 in a public teaching hospital in
Rio de Janeiro city, RJ, Brazil. Outcomes variables were length of hospital stay and
death. Main covariables were age, gender, chronic renal failure, causes of hospitalization
and use of medicines. Proportions were compared using the chi-square or the Fischer
test, and for the continuous variables, Mann-Whitney test was used. The median age in
years was 20.3 (15-53) and the most frequent clinical event was acute painful episode
(73.5%). Mean length of stay was significantly higher in admissions caused by different
reasons than acute painful episode (p < 0.001), in those with chronic renal failure (p =
0.006) or with bacterial infection (p = 0.002). The number of deaths was higher in
admissions with bacterial infection (p = 0.049) or chronic renal failure (p = 0.014).
Gram-negative bacteria isolated from febrile patients included Pseudomonas sp and
Acinetobacter sp. This study allowed a larger knowledge concerning morbidity and
mortality among adolescent and adult patients hospitalized with sickle cell disease. As
few studies with data from hospital admissions are avaiable, the findings can be useful
in public health area, especially on healthcare planning to the population with sickle cell
disease. Rev. bras. hematol. hemoter. 2008;30(2):95-100.
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Artigo / Article

Introduction

Sickle cell disease is the most common hereditary illness
in the world, affecting mainly people of black ethnicity.1 In
the Brazilian Southeast area, incidences vary from one case
of illness to each 1.1962 to 2.8003 births. The illness is
characterized by a mutation in the 6th codon of the beta
hemoglobin4 gene which results in the substitution of valine
for glutamic acid in position six of beta chain of the
hemoglobin, with the resulting abnormal hemoglobin (HbS)

responsible for alterations in the erythrocytes that culminate
with the obstruction of the microcirculation, ischemia, tecidual
necrosis and organic dysfunction.5,6

Sickle cell disease or, more specifically, sickle cell ane-
mia (homozygote SS), is characterized by a high mortality,
especially among youths.7  In Brazil, about 80% of the deaths
by sickle cell disease happen under 30 years of age.8 Sharp
pain, also called acute painful episode, is the clinical stamp
of the disease and its more frequent clinic manifestation.9

Acute pain onset can happen after the first six months of life
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with an unpredictable course of pain crisis. A life of intense
pain episodes and the need for recurrent hospitalizations
turn sickle cell anemia into a unique disease.10 In Brazil, data
on the admissions of patients with sickle cell disease, as well
as their epidemiological and clinical characteristics, are scarce.

The objective of the study was to describe the
frequency of acute clinical events and the characteristics of
the treatment, as well as investigating the correlation between
demographic and socioeconomic characteristics and the
evolution of patients admitted with sickle cell disease in a
Brazilian population.

Patients and Method

The studied population was composed by all patients
bearers of sickle cell disease in a public teaching hospital
that belongs to the Unified Health System in the Rio de Ja-
neiro city, a reference hospital in the treatment of the disease,
and that assists patients of 12 years of age or more. The
acute clinical events associated to sickle cell disease were
analyzed, in the period from 2000 to 2004. The identification
of the clinical records was made from the computerized hos-
pital database, for morbidity, in agreement with the 10th
revision of the International Classification of Diseases, being
selected the cases classified as D57 (sickle cell disease). All
the clinical records were revised, and the non-hospitalized
patients in the period were excluded. Seventy eigth patients
had at least one admission by acute events, in which the
patient remained in hospital for, at least, 24 hours. A total of
230 admissions were analyzed. The cases with 13 to 19 years
of age were defined as adolescents and those with 20 years,
or more, as adults.

The outcomes variables were length of hospital stay
and death. The covariables were age, gender, ethnicity,
education, city of residence, phenotype, chronic renal failure,
causes for admission, opioids and antibiotics use.

Acute painful episode was defined as an acute pain in
the extremities, in the thorax, in the abdomen or in the lumbar
area, for which there was not another explanation. Acute
thoracic syndrome was defined by thoracic pain, a new
pulmonary infiltrate at radiography, fever and respiratory
symptoms (cough, dyspnea). Stroke was defined by the
presence of a neurological syndrome secondary to the
occlusion of an artery or to a hemorrhage, evaluated by a
computerized brain tomography. The infections were defined
according to the clinical features in patients with fever,
submitted to an extensive evaluation of infection that
included medical history, physical examination, hemogram,
hemocultures and other exams, such as, urinoculture, thorax
and paranasal sinuses radiographies, or abdominal
ultrasonography, in patients with specific signs and
symptoms.

Data were collected retrospectively by medicine
students, using standardized forms.

Statistical analysis
Length of stay was analysed as quantitative variable

(median); age and opioid use as categorical as well as
quantitative variables (medians) and the rest as categorical
variables. The differences among the subgroups were
evaluated using chi-square or the Fisher exact test for
proportions and the Mann-Whitney test for quantitative
variables. All P values were two-sided and a P value equal to
or smaller than 0.05 was considered significant. The analysis
was performed using Statistical Package for the Social
Sciences (SPSS), version 10.0.

The study was conducted in agreement with the
Helsinki Declaration (1964) and approved by the Ethics and
Research Committee of the Escola Nacional de Saúde Públi-
ca/Fundação Oswaldo Cruz, Rio de Janeiro.

Results

One hundred and eigth patients with sickle cell disease
had been attended regularly in the hospital and were in the
computerized hospital database. Seventy eight patients were
admitted at least once in the time frame of this study. There
were 230 hospitalizations due to acute events related to the
disease from 2000 to 2004.

Sixty eight patients (87.2%) presented up to five
admissions, five (6.4%) presented ten or more admissions
and one patient (1.3%) presented twenty admissions. The
median age, in years, was 20.3 (13-53) and 95% of the patients
were 40 years old or less. Patients´ characteristics are
presented in Table 1. The sex ratio was similar and most of
the cases were black or brown. Almost 60% of the patients
had an elementary school education. Most patients (62.8%)
lived in the Rio de Janeiro city. The most frequent phenotype
was SS (80.8%).

The most frequent clinical event observed in the 230
admissions was acute painful episode (73.5%). Bacterial
infections were diagnosed in approximately a third of
hospitalizations (30.4%). (Table 2) Simultaneous presence of
acute painful episode with bacterial infection took place in 35
cases (15.2%).

Opioids were prescribed in 195 hospitalizations (84.8%)
and parenteral morphine in 181 (78.7%). In the 222 admissions
in which some analgesic was prescribed, the first analgesia
administered after hospital admission was morphine or
mepheridine, in 171 cases (77%).

Mean length of stay in days was 6.0 (1-79). Among the
adults, it was significantly lower in hospitalizations due to
acute painful episode (5.0 x 14.0; p < 0.001), and in those who
died (2.0 x 6.0; p = 0.001) but it was higher in those with bacterial
infection; among adults, mean length of stay was significantly
higher in those with bacterial infection (8.5 x 5.0; p 0.001), and
in those with chronic renal failure (17.5 x 5.0; p = 0.006).
Independently of the age group, those who received antibiotics
stayed longer in hospital (7.0 x 5.0; p < 0.001) (Table 3).
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hospitalizations with bacterial infection (p =
0,049), in those in whom mechanical ventilation
was used (p < 0.001) and in those patients with
chronic renal failure (p = 0.014). There was no
difference between the age of the patients who
died and the ones who didn't. Length of stay
and the period of opioid usage were smaller
among those who died (2.0 X 6.0; p = 0.02 and
2.0 X 4.0; p = 0.009, respectively) (Table 4).

Discussion

Only half of the patients with sickle cell
disease regularly followed up were hospitalized
during the period of the study, meaning that while
some of them were hospitalized many times, others
never were. This finding are compatible to the
known phenotypic diversity of patients with
sickle cell disease, which varies from the absence
of symptoms to several clinical complications and
hospitalizations, in spite of a single molecular
alteration.1

The studied sample was constituted by
adolescents and adults, with a median age below
30 years. As the mortality among the young
population decreases due to the adoption of
measures such as prevention and early treatment
of bacterial infection in childhood,11 the adult
population with chronic organic dysfunctions
increases, so it's important, in studies with patients
with sickle cell disease, to distinguish adults from
children and adolescents.

Although most of the patients are resident
in the Rio de Janeiro city, more than a third lived
in other cities; most of them located in the area of
the State of Rio de Janeiro denominated "Baixada
Fluminense", the second most populous area of
the State, characterized by high poverty and
serious social problems.

Considering that all admissions were
emergency attendances (not elective), some of
the cases that came from cities other than Rio de
Janeiro could have been examined closer to the
patients´ households, especially in the
admissions due to non-severe acute painful
episode,  that need a simple clinical management.
Probably, there is a low quality of health system
in the cities of origin with lack of proper
healthcare units. Besides, patients as well as

professional of other cities, like a teaching hospital better
with plenty of resources, in spite of the distance between
the households and the Hospital. Addicionally, there are
not clear healthcare programs for those patients in the State,
or even reference systems among healthcare units.

Within the observation period, 12 out of 78 followed
patients died (15.4%). Death proportion among admissions
was of 5.2% (12/230) and there was no significant difference
among adolescents (4.7%) and adults (5.6%). Table 4
displays a significantly higher death proportion in
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Acute painful episode occurred in most of the
hospitalizations. This event, besides being the most frequent
in sickle cell disease,9 is also the main cause of hospital
admission,12 being the most frequent in SS form, what was
also observed in this study. Bacterial infections were frequent,
with a high prevalence of infections due to gram-negative
bacteria, including infections acquired in the community,
which is described in literature, as well from hospital setting.
As patients with sickle cell disease are immunosuppressed,
bacterial infections are an important cause of morbidity and
mortality,7,13 independent of the age group, particularly
between 1 and 3 years of age. It´s already known that among
adolescents and adults, most infections are caused by gram-
negative bacteria. The isolated gram-negative pathogens

ordinary in hospital setting in this study points out
another morbidity in these patients. Besides their
susceptibility to bacterial infections, when the
patients present clinical complications that lead to
hospitalizations, they are submitted to complex and
invasive procedures, becoming suceptible to
infections caused by more aggressive germs from
the hospital setting itself, with a different
epidemiology from infections characteristic of the
sickle cell disease, such as Streptococcus´
infections which occurs in early childhood.

Length of stay is one of the indicators used
to evaluate the performance and the productivity
of hospitals,14  and in this study, the mean length of
stay was 6 days, similar to the another national
study, in which it varied from 4 to 8 days15 and
similar to the Unified Health System national mean
(5.98 days).14 Among admissions due to acute
painful episode the expected length of stay it is not
long, varying from 4 to 10 days,1 what certainly
influenced the overall estimated length of stay in
our study. Mean length of stay did not vary
significantly among adolescents and adults, except
in admissions due other causes than acute painful
episode, being lower among the adolescents.
Length of stay in cases with a bacterial infection
and prescription of antibiotics was longer,
suggesting more complex clinical situation and the
use of parenteral antibiotics use. The presence of
chronic renal failure, a disease with serious evolution
in patients with sickle cell disease, is related to a
more complex clinical evolution, what could have
contributed to a longer hospitalization.

In this study, the proportion of hospitalizations
in which the endpoint was death (5.2%) was similar
to the one of another national study with patients
hospitalized with sickle cell disease15 and it didn't
vary between adolescents and adults. In relation to
the death rate by patient, our estimate (15.4%) was
lower than the one reported by Ballas et al.16 (19,1%),

that followed up North American patients for five years, and
similar to the one reported by Houston-Yu et al.17 (15.5%),
that followed up patients for two years. In the two above
mentioned studies the patients had more severe evolution
and worse prognosis: in Ballas et al.16 the patients were
homozygotes SS (sickle cell anemia) and in Houston-Yu et
cols.17 they had been previously hospitalized several times.
In the present study, the patients were not selected according
to prognosis criteria.

The age at hospitalization was not different among the
patients who died and the ones who did not. However,
compared to other studies, median age at death was lower,
about 21 years. In a national study with hospitalized patients
of any age group,15 the age at death varied, from 26.5 to 31.5
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years, depending on the State considered. The age
at death found in the present study was about a
decade lower than the one reported by Houston-
Yu et al.17 in North American patients (33.5 years).
The comparison between our study and the one of
Houston-Yu et al.17 is possible because, in both,
the patients were adolescents and adults (children
were excluded).

There was not significant association between
death and acute painful episode, acute thoracic
syndrome or length of stay. Mortality was
significantly higher in those with bacterial infection,
reinforcing the importance of the recognition and
appropriate treatment of infections in these patients,
even out of the age group with higher risk, the
childhood. The association between bacterial
infection and mortality is known for a long time.7,9

Recently, Manci et al.18 confirmed it, when
reported that the infection was the main cause of
death in patients with sickle cell disease evaluated
by necropsy, independent of the age group. The
present study showed a higher incidence of deaths
among chronic renal failure cases, which is the
main reason of morbidity among chronic organic
lesions of sickle cell disease and a known risk factor
for early death.19 Mechanical ventilation is a
procedure reserved to patients of high risk and, in
this study, it was associated to death, suggesting
that this procedure was a marker for cases with a
very unfavorable clinical evolution. A shorter
length of stay and a smaller number of days with
opioid therapeutics were death predictors,
suggesting that severity was not associate to prolonged
stay or opioid use.

Opioids use for pain management was universal and
parenteral morphine was the most prescribed drug, a
procedure recommended by American Pain Society20 for ca-
ses of moderate-to-severe pain. Unfortunately, pain in most
of cases was not measured by a pain score, thus hidering an
analysis about the quality of the pain control.

A limitation of this study was the inclusion of patients
from a single hospital, a public teaching one, not
representative of patients with sickle cell disease as a whole,
jeopardizing external validity. Lack of information prevented
us from handling patients' socioeconomic profile. There were
not registries on income data in most of the clinical  records,
and the blank supplied to education data was not allways
filled out.

Conclusions

We considered this study relevant to allow a larger
knowledge concerning morbidity and mortality among
adolescent and adult patients hospitalized with sickle cell

disease. There are few studies with data from hospital
admissions, then the study results can be useful in public
health area, especially on healthcare planning to the
population with sickle cell disease.

Resumo

A doença falciforme é uma doença hereditária, de alta prevalência
na população negra, que leva a múltiplas internações hospitalares.
Nosso objetivo foi descrever e analisar o curso clínico de pacientes
com doença falciforme hospitalizados.Realizou-se estudo transver-
sal de 78 pacientes submetidos a 230 internações hospitalares devi-
do a complicações agudas da doença falciforme, de 2000 a 2004,
em um hospital universitário no Rio de Janeiro-RJ, Brasil. Os des-
fechos estudados foram tempo de permanência hospitalar e óbito.
As principais co-variáveis foram idade, sexo, presença de insufici-
ência renal crônica, causas de hospitalização e uso de medicamen-
tos. Proporções foram comparadas utilizando-se o teste qui-qua-
drado ou teste de Fischer, e, para as variáveis contínuas, o teste de
Mann-Whitney foi utilizado.  A mediana da idade foi 20,3 anos (15-
23) e o evento clínico mais freqüente foi o episódio doloroso agudo
(73,5%). O tempo médio de permanência hospitalar foi maior nas
internações por causas distintas do episódio doloroso agudo
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(p<0,001), e naquelas com o diagnóstico de insuficiência renal
crônica (p=0,006) ou infecção bacteriana (p=0,002). O número
de óbitos foi maior nas internações com o diagnóstico de infecção
bacteriana (p=0,049) ou insuficiência renal crônica (p=0,014).
Os germes gram-negativos isolados nos pacientes com febre in-
cluíram Pseudomonas sp e Acinetobacter sp. O presente estudo
permitiu um maior conhecimento acerca da morbi-mortalidade
entre adolescentes e adultos hospitalizados com doença falciforme.
Como poucos estudos sobre internações hospitalares estão dis-
poníveis, os achados podem ser úteis no campo da saúde pública,
em especial na área de planejamento de saúde da população de
pacientes com doença falciforme. Rev. bras. hematol. hemoter.
2008;30(2):95-100.

Palavras-chave: Anemia falciforme; Tempo de permanência hospi-
talar; tratamento.

Acknowledgments

We'd like to thanks the medical students Flavia Varela e Paula
da Motta for careful data collection.

References
1. Saunthararajah Y, Vichinsky EP, Embury SH. Sickle cell disease.

In: Hoffman R, Benz EJ, Shattil SJ, et al. editors. Hematology-
Basic principles and practice. Philadelphia: Elsevier. Churchill
Livingstone; 2005. p. 605-44.

2. Lobo CL, Bueno LM, Moura P, Ogeda LL, Castilho S, de Carvalho
SM. Triagem neonatal para hemoglobinopatias no Rio de Janeiro,
Brasil [Neonatal screening for hemoglobinopathies in Rio de Ja-
neiro, Brazil]. Rev Panam Salud Publica. 2003;13(2-3):154-9.

3. Paixão MC, Cunha Ferraz MH, Januário JN, Viana MB, Lima JM.
Reliability of isoelectrofocusing for the detection of Hb S, Hb C,
and HB D in a pioneering population-based program of newborn
screening in Brazil. Hemoglobin. 2001;25(3):297-303.

4. Pauling L, Itano HA, Singer SJ, Wells IC. Sickle cell anemia a
molecular disease. Science. 1949;110(2865):543-8.

5. Bunn HF. Pathogenesis and treatment of sickle cell disease. N Engl
J Med. 1997;337(11):762-9.

6. Gladwin MT, Kato GJ. Cardiopulmonary complications of sickle
cell disease: role of nitric oxide and hemolytic anemia. Hematology
Am Soc Hematol Educ Program. 2005;51-7.

7. Gill FM, Sleeper LA, Weiner SJ, et al. Clinical events in the first
decade in a cohort of infants with sickle cell disease. Cooperative
Study of Sickle Cell Disease. Blood. 1995;86(2):776-83.

8. Alves AL. Estudo da mortalidade por anemia falciforme [Study
of anemia sickle cell mortality]. Inf epidemiol SUS. 1996; 5(4):
45-53.

9. Platt OS, Thorington BD, Brambilla, et al. Pain in sickle cell
disease. Rates and risk factors. N Engl J Med. 1991;325(1):11-6.

10. Brozovic M, Davies S. Management of sickle cell disease. Postgrad
Med J. 1987; 63(742):605-9.

11. Olney RS. Preventing morbidity and mortality from sickle cell
disease. A public health perspective. Am J Prev Med. 1999;16
(2):116-21.

12. Woods K, Karrison T, Koshy M, Patel A, Friedmann P, Cassel C.
Hospital utilization patterns and costs for adult sickle cell patients
in Illinois. Public Health Rep. 1997;112(1):44-51.

13. Barrett-Connor E. Bacterial infection and sickle cell anemia. An
analysis of 250 infections in 166 patients and a review of the
literature. Medicine (Baltimore). 1971;50(2):97-112.

14. Ministério da Saúde, portaria GM n. 1101 of 2002, Jun 12; .
Brasília. Avaialable from: http://dtr2001.saude.gov.br/sas/PORTA-
RIAS/Port2002/Gm/GM-1101.htm. Accessed in 2006 (Oct 31).

15. Loureiro MM, Rozenfeld S. Epidemiologia de internações por doen-
ça falciforme no Brasil [Epidemiology of sickle cell disease hospital
admissions in Brazil]. Rev Saúde Pública. 2005;39(6):943-9.

16. Ballas SK, Lusardi M. Hospital readmission for adult acute sickle
cell painful episodes: frequency, etiology, and prognostic
significance. Am J Hematol. 2005;79(1):17-25.

17. Houston-Yu P, Rana SR, Beyer B, Castro O. Frequent and prolonged
hospitalizations: a risk factor for early mortality in sickle cell
disease patients. Am J Hematol. 2003;72(3):201-03.

18. Manci EA, Culberson DE, Yang YM, et al. Causes of death in
sickle cell disease: an autopsy study. Br J Haematol. 2003; 123(2):
359-65.

19. Platt OS, Brambilla DJ, Rosse WF, et al. Mortality in sickle cell
disease. Life expectancy and risk factors for early death. N Engl J
Med. 1994;330(23):1639-44.

20. American Pain Society. Guideline for the management of acute
and chronic pain in sickle-cell disease. Illinois; 1999. p. 37-45.

Rev. bras. hematol. hemoter. 2008;30(2):95-100                                                                                                                   Loureiro MM et al



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts 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
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


