0,

ay

O BR43,( L2610 BRASILERg B
<

£ EH A A
it

Artigo / Article

aH so%\

)

Carbonyl iron reduces anemia and improves effectiveness of treatment in under

six-year-old children

Ferro carbonila reduz anemia e melhora a efetividade do tratamento de criancas menores de

6 anos de idade
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Introduction

The treatment of iron deficiency anemia in children usually consists in the use of ferrous

sulfate solution, but this treatment does not always have the desired effectiveness. The

aim of this study was to evaluate the effectiveness of chewable carbonyl iron tablets as

an alternative for the treatment of iron deficiency anemia in under six-year-old children.

Seventy-three children from Brazilian Family Health Units in Santa Maria, Brazil, were

included in this study. One group received chewable carbonyl iron (CI) tablets and a
control group received a solution of ferrous sulfate (FS) for 90 days, both at a dose of
5 mg/Kg/day. Blood was drawn from study participants at 0, 30 and 90 days of treatment
to evaluate the whole blood test, ferritin concentration, serum iron, and total iron

binding capacity. We also evaluated the acceptance and adherence to treatment, and the
occurrence of side effects during treatment. Hemoglobin increased 1.3 g/dL in the CI
Group and 1.2 g/dL in the FS group during the first 30 days of treatment. After 90 days

of treatment, the CI Group had significantly better results for hematocrit, MCV, MCH,

iron binding capacity and ferritin concentration compared to the FS Group. The ferritin

concentration was significantly higher in the CI Group at the end of the treatment (9.51

ng/mL to 26.16 ng/mL). Additionally, the treatment was better accepted with fewer
adverse effects by this group. Chewable carbonyl iron tablets should be considered an

important therapeutic option in the treatment of iron deficiency anemia of under six-
vear-old children. Rev. Bras. Hematol. Hemoter. 2009,31(3):125-131.
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in the cognitive and intellectual developments.? Treatment
of iron deficiency anemia in children usually consists in the

Iron deficiency has been considered an important risk use of ferrous sulfate drops, and this treatment sometimes
factor for ill health, and it is estimated which iron deficiency not present the desirable effectiveness. Several studies
affects 2 billion people world-wide.' Depletion of iron stores reported the low treatment adherence due to adverse effects
leads to iron deficiency anemia and other serious impairments of medication (especially gastrointestinal intolerance and iron
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impregnation in the tooth), prolonged daily administration of
drops, metallic taste, as well as to cultural aspects.’* Thus,
some aspects should be considered to choose the adequate
pharmaceutical preparation, including iron ion content,
tolerance, absorption, effectiveness, and cost.

Carbonyl iron powder is obtained through
decomposition of Fe pentacarbonyl at high temperatures,
and result an extremely pure elemental Fe (Fe°) in the form of
non-toxic micro-spheres of 4-7/um,’ with bioavailability 58%-
70% in relation to ferrous sulfate.®”* Carbonyl iron powder
was chosen as raw material especially because it does not
give a metallic taste to pharmaceutical preparation, and it
presents fewer gastrointestinal adverse effects than ferrous
sulfate.’

Therefore, it is necessary to investigate new alternatives
for iron deficiency anemia treatment, especially for children
under six years old, in order to improve the adherence to
treatment. The aim of this study was to evaluate the
effectiveness of carbonyl iron chewable tablets as an
alternative for iron deficiency anemia treatment in children
under six years old. We also investigated the acceptance,
adherence, and the occurrence of gastrointestinal adverse
effects during the treatment.

Patients and Method

Study population and design

This is an open, randomized and controlled clinical
trial, which utilized ferrous sulfate as iron standard. The
studied group was selected randomly, and children included
in this group received carbonyl iron (CI), whereas children
included in the control group received a solution of ferrous
sulfate (FS), both at a dose of 5Smg/Kg/day, during a period
of 90 days. Medication was given to the children one hour
before the lunch in both groups. The Ethics Committee of
the Universidade Federal de Santa Maria approved this
research protocol (number 0052.0.246.000-05). All mothers
or legal guardian of the children signed an informed consent
to participate in this clinical trial. Seventy-three children
with diagnosis of iron deficiency anemia were included in
this study. None had received iron orally during 30 days
before this study. The following cut-off values were used
to determine anemia: hemoglobin (Hb) <11g/dL; mean
corpuscular volume (MCV) <75fl; mean corpuscular
hemoglobin (MCH) <25pg; red cell distribution width (RDW)
2>14%; transferrin saturation (TS) <17%. At least four of
these variables would have to be positive for anemia.

Chewable tablets of carbonyl iron

Chewable tablets of carbonyl iron were produced
specifically for this study by Herbarium Laboratério Bota-
nico Ltda (Brazil), in accordance to Good Manufacturing
Practices of the National Agency of Sanitary Surveillance
(Anvisa, Brazil). Each tablet contained 25 mg of elemental
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iron. Ferrous sulfate used in this study was obtained from
the Ministry of Health from Brazil.

Blood analysis

Blood samples were collected 0, 30 and 90 days after
the beginning of treatment. The hemograms were
automatically carried out in the Coulter STKS® analyzer
(Coulter Electronics, USA). Serum ferritin was measured
automatically by immunochemiluminescence assay in the
IMMULITE® analyzer (DPC, Los Angeles, USA). Serum
iron and total iron binding capacity were measured by use
of HITACHI 917® analyzer (Hitachi, Tokyo, Japan).
Transferrin saturation was calculated by dividing the
concentration of serum iron by the total iron binding
capacity multiplied by 100.

Interview

A questionnaire containing objective questions was
used in an interview with a family member or legal guardian
of the child at 30 days after the beginning of treatment. The
medication acceptance, treatment adherence, and the
occurrence of adverse effects were verified by use of this
questionnaire.

Statistics

Data were analyzed with Epilnfo program, version
3.3.2, of the CDC/USA.'" The data were evaluated by
analysis of variance (ANOVA) and expressed as mean =SEM.
Difference between the groups (CI and FS) was evaluated
by Student t test, where the difference between the baseline
x 30 days of treatment and baseline x 90 days of treatment in
the same group was evaluated by t test. When the variances
were not homogenous, ANOVA was not appropriate
(Bartlett's P-value<0.05), so Wilcoxon two-sample test
evaluated the data. P<0.05 was considered statistically
significant.

Results

The average age of the studied children was 20 months
(minimum of 6 months and maximum of 54 months), where
50% were <18 months. Blood samples of 142 children were
collected in order to select the group, and 86 (60.56%) of
these had anemia considering the criteria defined in this study.
Three children that presented o-thalassemia, one that
presented non-iron deficiency anemia, and three that
presented accentuated eosinophilia were excluded of this
study. In relation to 73 children that began the study, 62
returned at day 30, and 56 completed the 90 days of
supplementation.

The studied group (CI, n=38) and control group (FS,
n=35) were selected randomly, and the initial Hb was 9.37 g/
dL for CI group and 8.99 g/dL for FS group, and no significant
differences between the groups were observed. Serum iron,
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Table 1. Baseline values of erythrogram, serum iron, transferrin saturation and
ferritin observed in children under 6 years old with iron deficiency anemia that

received carbonyl iron chewable tablets (CI group)

or a solution of ferrous sulfate (FS group)

this occurred 20 days after treatment. A total
of 67.3% of the children from FS group
refused to take the medication at some time

because they had not liked of drops taste.

Measurements Units Cl Group (n=38) FS Group (n=35) Probably this finding collaborates for
reduction of effectiveness after 90 days.
RBC 10%L 4.62:0.09" 4642014 Adverse effects were absent in children of
Hb gldL 9.37+0.23A 8.99+0.26A CI group, except for feces darkening. In FS
group, 20% of children presented diarrhea,
Hit % 29.78£0.574 29.0120.68" 36% experienced vomiting and/or spat out
MCV iL 65.0541 54A 63.1041 657 the medication, 6% experienced vomiting
and diarrhea, and 38% did not present any
MCH pg 20.59£0.64A 19.92+40.68A adverse effect.

Oral ferrous sulfate supplementation in

RDW % 18.15£0.60A 19.48+0.89A .
the form of drops was the medical
iron pgldL 27 6042 27A 24.00+2 14~ prescription for most of children. Thus, only
children who had not been taking ferrous
TS % 7.99:0.75R 6.01:0.514 sulfate for at least 30 days participated of
ferritin ngldL 95141 95A 10,7542 21A this study. Therefore, it was possible to

compare both medications. Ease of

Data are reported as mean + SEM. Values in the same row that do not share the
same upper case superscript letters are significantly different between the groups
FS and Cl (P<0.05, ANOVA). RBC: red blood count; Hb: hemoglobin; Ht: hematocrit;
MCV: mean corpuscular volume; MCH: mean corpuscular hemoglobin; RDW: red

cell distribution width; TS: transferrin saturation.

TIBC, transferrin saturation, and ferritin values also did not
vary significantly between the groups. Baseline values
observed in both groups were reported in Table 1.

CI group presented a hemoglobin increase of 1.3 g/dL
(minimum value of 0.4 and a maximum of 4.1 g/dL) after 30
days of treatment. There was a hemoglobin increase of
1.2 g/dL (minimum value of 0.9 and a maximum of 4.9 g/dL)
in FS group. No children presented Hb decrease in CI group.
However, there were three children that presented an Hb
decrease in FS group. There was a 58.6% favorable response
in CI group, and 48.4% favorable response in FS group, when
the increase of Hb > 1 g/dL after 30 days of treatment was
considered as a favorable response.

At 30 days, the percentage of children with a high
erythrocyte count (RBC>5x10%/uL) for CI group ranged to
24-44%, and this percentage ranged to 25%-33% for FS
group. CI group presented a significant difference in MCH
in relation to RBC (p<0.001). Fourteen of the 32 children
that presented a high erythrocyte count (>5.106/uL)
presented lower MCH (19.56 +2.7 f1), and 18 children with
low erythrocyte count (RBC< 5x10%pL) presented higher
MCH (23.31 + 2.6 fl). No MCH differences were observed
in FS group.

The evaluation of pharmaceutical form acceptance
indicated favorable results for CI group, and 31 individuals
reported a very good acceptance for the following items:
flavor, aroma, hardness, size, and pharmaceutical form. In
this group, just a child refused the medication (3.12%), and
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administration, acceptance by the children
in relation to the flavor, a lack of adverse
effects, and effectiveness of the treatment
were some positive aspects confirmed by
children mothers or guardians for CI
group.

There were not significant differences between groups
for Hb, RBC, and RDW after 90 days. Hemoglobin increased
from 9.37 g/dL to 11.36 g/dL in CI group, and from 8.99 g/dL
to 10.68 g/dL in FS group. There were significant differences
between the groups for Ht, MCH and MCV. We also
observed significant differences in ferritin and TIBC levels.
In CI group, all variables presented significant differences
after 90 days of treatment in comparison to initial values,
except for RBC. No significant differences were observed
in FS group for RBC, ferritin, and RDW values. There was
observed a ferritin increase in CI group at the end of
treatment (9.51 ng/mL to 26.16 ng/mL). There was also
observed a discrete ferritin increase in FS group (10.75 ng/
mL to 13.41 ng/mL). These data was shown in Table 2 and
Figure 1. A total of 3.7% of children from CI group (1/27)
continued presenting Hb<10g/dL after the end of treatment,
whereas this percentage was 31% (9/29) for FS group. A
total of 33% of children in CI group (9/27), and 59 % from FS
group (17/29) presented Hb<11g/dL. Table 3 summarizes
some studies that evaluated iron deficiency anemia
treatments, and also compare these results with our
findings.

Discussion
This is the first clinical trial that evaluated the

effectiveness of carbonyl iron for treatment of iron deficiency
anemia in children under six years old. There was not a
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Table 2. Serum iron, TIBC, TS, and ferritin at initial (without treatment) and after 90 days of treatment with
5mg elemental iron/Kg/day in children under 6 years old with iron deficiency anemia that received
carbonyl iron chewable tablets (Cl group) or a solution of ferrous sulfate (FS group)

FS Group Cl Group
Measurements Units
Baseline (n=35) 90 days (n=29) Baseline(n=38) 90 days (n=27)
iron pgldL 24.00£2.14P 43.88+5.23A.a 27.67£2.19P 44,9414 27A.@
TIBC pgldl  41517217.41P  321.38:16.49B2@ 350.96:17.61P  238.77:9.12A™ 2
TS % 6.01£0.51P 16.70£2.28A.@ 7.99+0.75P 21.78+2.28A2
ferritin ng/dL 10.75+2.21@ 13.41+1.74B.2 9.51+1.95P 26.16£2.83A".@

Data are reported as mean + SEM. Values in the same row that do not share the same upper case superscript
letters are significantly different between the FS and CI groups at 90 days (*P=0.002 and **P<0.001, ANOVA).
Values in the same row that do not share the same lower case superscript letter are significantly different in the
groups, baseline (without treatment) and after 90 days of treatment (P<0.05, ANOVA and Wilcoxon two -Sample
Test). Iron: serum iron; TIBC: total iron binding capacity; TS: transferrin saturation; ferritin: serum ferritin

significant difference between the groups in relation to
effectiveness if only an increase of Hb after 30 days of
treatment was considered a measure of effectiveness. Similar
data has been found in other clinical trial by use of carbonyl
iron and ferrous sulfate in adults.® We compared the Hb
increase observed in the carbonyl iron group with other
studies®*!"1213 that utilized other iron sources or other
therapeutic strategies, and no important variations were
observed, except for study conduced by Pineda et al.,'
which evaluated a ferrous bys-glycinate chelate treatment,
and they observed a significant Hb increase. Another
study'® that evaluated the use of prophylactic doses of
ferrous sulfate demonstrated a smaller Hb increase, which
reveals the need for greater doses in the iron deficiency
anemia treatment. However, it should be considered that
initial Hb in this study was close to the cut-off point for
anemia, defined as 11g/dL." This similarity between our
results and those of other studies demonstrates the
therapeutic potential of carbonyl iron for the treatment of
iron deficiency anemia.

In relation to adverse effects, our data for FS group in
relation to diarrhea was similar to other studies,® which
reported that 18% of children experienced diarrhea during
the treatment with FS 5 mg/Kg/day. In this study, there was
no variation between daily single doses and the same dose
fractioned into 3 daily doses. Other study using a prophylactic
amount of 12 mg/day of iron reported that 12.4% of children
experienced diarrhea, which differs from our data possibly
due to dose differences." In relation to vomiting in FS group,
mothers reported that it occurred immediately after
swallowing. The vomiting could be related to medication
flavor, which is difficult to mask at elevated doses. Therefore,
the vomiting was grouped together with the refusal to
medication swallow, which was the most common adverse
effect reported by mothers. Zlotkin et al.? reported that 74%
of children taking FS cried and/or refused to take the medicine.

These data reflect an important aspect that is very favorable
for CI group: the children's acceptance of tablet.

These data may corroborate with results observed after
90 days of treatment, where there are observed significant
variations between the groups. Although there was not a
significant difference in Hb levels in both groups, there was
asignificant difference between ferritin and TIBC levels. These
data corroborated with a previous study,'* which
demonstrated the necessity to determine the quantity of cor-
poral iron. The ratio of serum transferrin receptor to serum
ferritin was used to better evaluate the impact of iron
supplementation, because the determination of Hb was
inappropriate to determine iron status. A patient reevaluation
after an intervention by use of ferrous sulfate demonstrated
no significant difference in Hb levels between groups,
whereas a difference was easily identified after corporal iron
estimation.'*

The determination of hemoglobin content in the
reticulocyte reflects the balance between iron and
erythropoiesis, although it is limited by the lower availability
of iron to synthesize hemoglobin.”” Microcytosis and
hypochromia were more severe in patients with high RBC
values, regardless of iron status. Iron available per cell in
patients with a high erythrocyte count is less than iron
available in patients with a low RBC, and a high erythrocyte
count may be accompanied by greater microcytosis and
hypochromia.'é This finding was observed in our study. We
also observed an increase in the number of children with
high erythrocyte count, as a response to iron supplementation
in CI group, and this increase was higher than the increase
observed in FS group. As a consequence, there was a small
increase in the MCH level at 30 days. The variables
investigated in CI group after 90 days of treatment were very
near to cut-off point for anemia, but the Hb, Ht, serum iron,
TS, TIBC, and ferritin exceeded these limits. In FS group, the
difference to cut-off point was greater. The mean value of
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Figure 1. Erythrogram evolution after 30 and 90 days of treatment. Children received carbonyl iron (CI) or ferrous sulfate (FS), both at dose
of 5mg elemental iron/Kg/day. Data are reported as mean + SEM.

* P 0.05 between groups at 90 days of treatment (Wilcoxon Two-Sample Test); * P 0.05 between groups at 90 days of treatment (ANOVA);
§P 0.05 baseline versus after 90 days of treatment into same group (Wilcoxon Two-Sample Test); TP 0.001 baseline versus after 90 days
of treatment into same group (ANOVA).
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Table 3. Increase of hemoglobin (IHb) as a measure of effectiveness for the treatment of iron deficiency
anemia in children. Comparison of the present study with other studies referenced.
FS= ferrous sulfate; IHb= increase of Hb after 30 days of treatment

- . . Initial Hb  Hb day 30  IHb 30 days
Clinical Trial Patients Drug/dose (g/dL) (g/dL) (g/dL)
Pineda et al.’*  6-36 month FS 5mg/Kg/day 87 10.5 1.80
old children Fe Bis-glycinate chelate 8.0 105 250
5mg/Kg/day
Torres et al.15 4-36 month FS 12 mg/day 10.6 11.28 0.68
old children
Zlotkin et al5 6-24 month FS 5mg/Kg/day,1x/day 8.8 10.2 14
old children FS 5mg/Kg/day,3x/day 87 10.0 13
Schultink et a/.8 2-5 year FS 30mg Fe, 2x/week 10.8 11.4 0.60
old children FS 30 mg daily
Zlotkin et af.13 6-18 month Ferrous fumarate 87 10.2 15
old children 5mg/Kg/day 87 10.0 13
FS 5mg/Kg/day
Present study 5-72 month FS 5mg/Kg/day 8.99 10.18 1.19
old children Cl 5mg/Kg/day 9.37 10.64 127

ferritin in CI group (26.16 ng/mL) was two-fold compared to
FS group (13.41 ng/mL), and this difference may reflect better
results of hematological values (MCV, MCH) observed in
this group.

In relation to treatment effectiveness after 90 days, the
number of children from control group that continued to
present hemoglobin level lower than 11g/dL was two-fold in
comparison to the group that received carbonyl iron. Our
results with carbonyl iron demonstrated the same
effectiveness at 30 days of standard ferrous sulfate treatment,
and better results at 90 days of treatment, together with
excellent acceptance. These data added to the safety (low
toxicity) allow concluding that carbonyl iron constitutes an
important option for therapeutic treatment of iron deficiency
anemia in children under six years old; moreover its use could
be considered as an alternative for public health prevention
programs.

Resumo

O tratamento da anemia ferropriva de criangas consiste, em sua
maioria, no uso de soluc¢do de sulfato ferroso e este tratamento nem
sempre apresenta a efetividade desejada. O objetivo deste estudo
foi avaliar a efetividade do ferro carbonila, na forma de comprimidos
mastigaveis, como uma alternativa de tratamento para anemia
ferropriva de criangas menores de seis anos de idade. Foram
incluidas no estudo 73 criangas atendidas em PSFs de Santa Maria,
RS. Um grupo recebeu comprimidos mastigaveis de ferro carbonila
(CI) e o grupo controle recebeu solugdo de sulfato ferroso (FS),
ambos a dose de 5Smg/kg/dia por 90 dias. Amostras de sangue
foram coletadas nos dias zero, 30 e 90 do tratamento para ava-
liagdo de hemograma, ferritina, ferro sérico e capacidade total de

ligagdo do ferro. Também foi avaliada a aceitagdo e aderéncia ao
tratamento e relato de efeitos colaterais durante o tratamento. A
hemoglobina teve um incremento de 1,3g/dL no grupo CI e 1,2g/dL
no grupo FS aos 30 dias de tratamento. Apos 90 dias de tratamento,
o grupo CI apresentou resultados significativamente melhores para
hematocrito, VCM, HCM, CTLF e ferritina. A ferritina do grupo CI
teve um importante aumento ao final do tratamento (9,51ng/mL
para 26,16ng/mL). O grupo CI apresentou melhor aceitagdo do
tratamento e menos efeitos colaterais. Comprimidos mastigaveis
de ferro carbonila poderiam ser considerados uma importante op¢dao
terapéutica para tratamento da anemia ferropriva de criangas
menores de seis anos de idade. Rev. Bras. Hematol. Hemoter. 2009,
31(3):125-131.

Palavras-chave: Anemia ferropriva; ferro carbonila; sulfato ferroso;
criangas.

References

1. World Health Organization. Reducing risks, promoting health life.
The World Health Report. Geneva, Switzerland: World Health
Organization, 2002.

2. Grantham-McGregor S, Ani C. A review of studies on the effect of
iron deficiency on cognitive development in children. J Nutr.
2001;131(2S-2):649S-666S.

3. Zlotkin S, Arthur P, Antwi KY, Yeung G. Randomized, controlled
trial of single versus 3-times-daily ferrous sulfate drops for
treatment of anemia. Pediatrics. 2001;108(3):613-6.

4. Schultink W, Gross R, Gliwitzki M, Karyadi D, Matulessi P. Effect
of daily vs twice weekly iron supplementation in Indonesian
preschool children with low iron status. Am J Clin Nutr. 1995;61
(1):111-5.

5. Food and Drug Administration. Iron-containing supplements and

drugs: label warning statements and unit-dose packing requirements.
Federal Register 21CFR parts 101,111 and 310. January 15, 1997.

130




Farias ILG et al

Rev. Bras. Hematol. Hemoter. 2009;31(3):125-131

oo

10.

11.

12.

13.

14.

15.

16.

. Hoppe M, Hulthen L, Hallberg L. The relative bioavailability in

humans of elemental iron powders for use in food fortification.
Eur J Nutr. 2006;45:37-44.

. Devasthali SD, Gordeuk VR, Brittenham GM, Bravo JR, Hughes

MA, Keating LJ. Bioavailability of carbonyl iron: a randomized,
double-blind study. Eur J Haematol. 1991;46(5):272-8.

. Sacks PV, Houchin DN. Comparative bioavailability of elemental

iron powders for repair of iron deficiency anemia in rats. Studies
of efficacy and toxicity of carbonyl iron. Am J Clin Nutr. 1978;
31(4):566-71.

. Gordeuk VR, Brittenham GM, McLaren CE, Hughes MA, Keating

LJ. Carbonyl iron therapy for iron deficiency anemia. Blood.
1986;67(3):745-52.

Dean AG, Dean JA, Burton AH, Dicker RC. Epi Info: a general-
purpose microcomputer program for public health information
systems. Am J Prev Med. 1991;7(3):178-82.

Zlotkin S, Arthur P, Antwi KY, Yeung G. Treatment of anemia
with microencapsulated ferrous fumarate plus ascorbic acid supplied
as sprinkles to complementary (weaning) foods. Am J Clin Nutr.
2001;74(6):791-5.

Pineda O, Ashmead HD. Effectiveness of treatment of iron-
deficiency anemia in infants and young children with ferrous bis-
glycinate chelate. Nutrition. 2001;17(5):381-4.

Torres MA, Sato K, Juliano Y, Queiroz SS. Treatment with
prophylactic doses of ferrous sulphate in the fight against iron
deficiency in children attended in basis health units. Rev Saude
Publica. 1994;28(6):410-5.

Cook JD, Flowers CH, Skikne BS. The quantitative assessment of
body iron. Blood. 2003;101(9):3359-64.

Brugnara C, Zurakowski D, DiCanzio J, Boyd T, Platt O.

Reticulocyte hemoglobin content to diagnose iron deficiency in
children. JAMA. 1999;281(23):2225-30.

Aslan D, Altay C. Incidence of high erythrocyte count in infants
and young children with iron deficiency anemia: re-evaluation of
an old parameter. J Pediatr Hematol Oncol. 2003;25(4):303-6.

Avaliagdo: Editor e dois revisores externos

Suporte Financeiro: CNPq, Fundagdo Herbarium de Satde e Pesquisa.

Recebido: 09/05/2008
Aceito apés modificagdes: 24/11/2008

131





<<
  /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


