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Evaluating the costs of pneumococcal
disease in selected Latin American countries

Dagna Constenla1

Objectives. To estimate the costs of pneumococcal disease in Brazil, Chile and Uruguay, to
describe how these costs vary between different patient groups, and to discuss factors that af-
fect these cost variations.
Methods. The cost of pneumococcal disease was estimated from the health care perspective.
For each country, baseline cost estimates were primarily developed using health resources in-
formation from patient-level data and facility-specific cost data. A regression model was con-
structed separately for four types of pneumococcal diseases. The skewness-kurtosis test and the
Cook-Weisberg test were performed to test the normality of the residuals and the het-
eroscedasticity, respectively.
Results. The treatment of pneumococcal meningitis generated up to US$ 5 435 per child. The
treatment costs of pneumococcal pneumonia were lower, ranging from US$ 372 per child to 
US$ 3 483 per child. Treatment of acute otitis media cost between US$ 20 per child and 
US$ 217 per child. The main source of treatment costs variations was level of service provided
and country in which costs were incurred. However, the tendency of costs to change with these
variables was not statistically significant at the 5% level for most pneumococcal disease models. 
Conclusions. Pneumococcal disease resulted in significant economic burden to selected
health care systems in Latin America. The patterns of treatment cost of pneumococcal disease
showed a great deal of variation.

Costs and cost analysis, cost of illness, otitis media, pneumonia, pneumococcal
meningitis, regression analysis, Streptococcus pneumonia, Latin America.

ABSTRACT

Streptococcus pneumoniae, or pneu-
mococcus, causes a number of clinical
conditions, such aspneumonia, menin-
gitis, bacteremia, sepsis, and acute oti-
tis media (AOM). Pneumococcus is

considered to be one of the main
pathogens in infants under 3 months
old and the most important cause of
meningitis in that age group (1). An es-
timated 1.6 million deaths are due to
pneumococcus each year. The majority
are caused by pneumococcal pneumo-
nia, of which approximately 800 000
are among children less than five years
of age (2). While the primary impact of
pneumococcal infection is on child
health, the infection also creates an

economic burden on affected individ-
uals, their families, and society as a
whole. 

In spite of the extensive impact of
the disease, only limited data are
available on the current economic bur-
den imposed by pneumococcal disease
(3–15). Over half of these studies come
from North America and Europe (3–6,
9–11), while only a handful of these
studies come from Latin American
countries (7–8, 12–15). It is not clear
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from these studies which forms of
treatment associated with pneumococ-
cal disease are costed, which are in-
cluded in the total cost estimates, and
how these estimates are made. Cost
data derived from some of these stud-
ies are generally poor, not applicable
to other populations, and not repre-
sentative of the true economic costs of
pneumococcal disease. Moreover,
none of these studies identified the
source of variations in treatment costs.
This is an important consideration in
cost-effectiveness studies because
costs can vary widely by country and
practice patterns. Cost-effectiveness
studies are useful particularly for pol-
icy makers who must make rational
decisions about the efficient allocation
of resources. But for results to be used
in this process, they need to be compa-
rable across alternative uses of money.
The present study provides a unique
opportunity to explore variation in
treatment costs of pneumococcal dis-
ease across distinct settings in Latin
America. 

The goal of this study was to pro-
vide decision makers with estimates of
the costs of pneumococcal disease in
Brazil, Chile, and Uruguay, as well as
to examine the various ways in which
cost data can vary and the factors that
can affect these variations. This study
was conducted as a companion analy-
sis to a cost-effectiveness analysis of
the pneumococcal conjugate vaccine
conducted in the same countries. The
methods and results of the cost-
effectiveness analysis have been de-
scribed in detail elsewhere (16). 

MATERIALS AND METHODS

We estimated the cost of treating
four illnesses in selected countries:
acute otitis media (AOM) due to any
cause, pneumonia due to any cause,
pneumococcal pneumonia, and pneu-
mococcal meningitis. These costs were
calculated by combining estimates of
the number of each type of event (hos-
pital and ambulatory) with informa-
tion on the costs associated with the
event. We chose to analyze AOM due
to any cause and pneumonia due to

any cause, rather than pneumococcal
AOM or pneumococcal pneumonia,
because it was not possible to confirm
the presence of pneumococcus in chil-
dren with AOM or pneumonia treated
in ambulatory settings. 

For hospital and ambulatory events,
the costs were partitioned into the cost
of the visit (including facilities and
personnel) and the cost of the re-
sources used for treatment (specific
tests, procedures, and medications).
All cost estimates were collected in
local currency and were converted to
2004 U.S. dollars using the official ex-
change rates derived from the World
Development Indicators (17). 

Two analyses were conducted. In
the base case analysis, cost-generating
events were estimated based on a
prospective multi-center observational
study (16) that followed patients from
January and September 2001 in the
ambulatory and hospital settings. The
objective of this observational study
was to estimate the treatment costs of
pneumococcal disease in Brazil, Chile,
and Uruguay. These countries were
selected on the basis of their availabil-
ity of health economic data and their
willingness and ability to participate.
The country’s economic, social, and
political climate was also a considera-
tion although it was not a necessary
condition for inclusion. We considered
the health care system perspective, in
which only the costs borne by medical
facilities were considered.

In the secondary analysis, we used
the data from the same multi-center
observational study to describe the
patterns of child-level costs associated
with pneumococcal disease, and deter-
mine the source of variations across
countries on the total treatment costs
of pneumococcal disease. The perspec-
tive of this analysis was also the health
care system. 

Multi-center observational study

The multi-center observational study
was conducted in several sites (33 hos-
pitals and 10 ambulatory centers)
across the selected countries. These
sites were generally made up of sec-

ondary or tertiary-level facilities. The
facilities were purposely selected to en-
sure comparability in terms of number
of beds, range of facilities, catchment
population, and geographic coverage.
The choice of facilities at the various re-
ferral levels was also an attempt to ob-
tain a broad case mix. When selecting
hospitals or clinics within each country,
certain conditions within that country
were considered. These included varia-
tions in clinical practice and how repre-
sentative they were. Another important
consideration was access to hospital in-
formation and completeness of medical
records. 

For ambulatory care centers, the
judgment of whether a health care cen-
ter was “representative” was left to the
discretion of the local investigators.
The selection of health centers was
random within the catchment area of
the hospitals being studied, depend-
ing on the number of children present-
ing with pneumonia due to any cause
and AOM due to any cause, and the
willingness of health care authorities
to participate. Each local investigator
undertook this formally with the ap-
propriate authorities in the centers
that could authorize access.

Ninety percent of the data collected
in the hospitals was retrospective. A
subset of 10% newly and consecutively
admitted children fulfilling the inclu-
sion criteria was subjected to prospec-
tive data recording. Their data were
compared to those retrospectively col-
lected to determine whether differ-
ences in the recording of health re-
sources existed. If there were no gross
differences, their data were summa-
rized with a total n equal or less than
100 or 200 (90 or 180 retrospectively
collected and 10 or 20 prospectively
collected). If there were differences,
the utilization rates were examined to
determine where the differences could
be attributed. Adjustments were made
depending on the reason for those dif-
ferences. Alternatively, the two esti-
mates were presented separately. All
the health resources information col-
lected in the ambulatory centers was
prospective.

Various questionnaire surveys were
piloted and used to collect health care
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utilization and unit cost data on chil-
dren seeking medical attention for
pneumococcal illnesses. These have
been described in detail elsewhere
(16). Survey data were analyzed using
Microsoft® Office Access 2003 statisti-
cal software. Separate estimates were
generated for hospitalized children
(pneumococcal pneumonia, pneumo-
coccal meningitis) and ambulatory
children (AOM due to any cause and
pneumonia due to any cause). Ambu-
latory children were defined as those
who spent less than one day in the
hospital. Hospitalized children were
children who stayed more than one
day in the hospital. Health resources
information was collected for eight
months. Complete data were available
for 753 children (371 hospitalized chil-
dren and 382 ambulatory children)
under five years of age with confirmed
pneumococcal disease (pneumonia
and meningitis), pneumonia due to
any cause, and AOM due to any cause. 

Sample size

A total of 753 children were in-
cluded in the study (166 children from
Brazil, 400 from Chile and 187 children
from Uruguay). The sample size for
this study varied by country depend-
ing on the country’s population, the
number of children presenting with
pneumococcal disease, and the level of
access to urban/rural facilities. Con-
versely, the sample size varied by hos-
pital depending on the size of the hos-
pital (number of beds did not exceed
300 for tertiary care), occupancy rate
(approximately 80%–85%), and quality-
of-care (e.g., the net death rate was less
than 2% or less than 2% deaths among
those hospitalized for more than 48
hours).

Using discharge diagnoses for chil-
dren who had been admitted to hospi-
tal over a two-year period (maximum
of three years) and discharge logbooks
(for ambulatory centers), a list of 753
children was prepared. This list con-
tained the child’s chart number,
child’s age, and date of admission.
This information was obtained for
each eligible child in order to generate

four sampling frames: one for pneu-
mococcal pneumonia, the second for
pneumococcal meningitis, the third for
pneumonia due to any cause, and the
fourth for AOM due to any cause.
These were sorted according to date of
admission to the hospital or date of at-
tendance at the ambulatory center. A
form was provided for keeping track
of the sampling frame. Individual
charts were then gathered and ab-
stracted beginning with the most re-
cent cases and working in reverse
chronological order until there were
approximately 50 cases per country
(Brazil and Uruguay), and 100 cases in
Chile. The sample size for Chile was
doubled because the study covered a
wider geographic area (three main
cities in Chile instead of one, as was
the case for Brazil and Uruguay).

A systematic sampling of children
was performed to avoid any potential
seasonal biases. Replacement was
done if the child initially selected did
not fulfill any of the inclusion criteria
or was lost to follow-up. The next
child in the list was selected until the
required sample size (n < 50 or 100 per
disease) was obtained. 

Use of health resources 

Information on the use of health re-
sources for the treatment of pneumo-
coccal pneumonia, pneumococcal
meningitis, AOM due to any cause,
and pneumonia due to any cause was
collected about the 753 children based
on standard (observed) practice and
included what was done for the child.
Hospital and ambulatory services in-
cluded hospital bed days, visits to
ambulatory clinics, hospital and out-
patient care, and community care ser-
vices (general practice visits, nurse vis-
its, ambulance). Categories of each
type of service specific to each country
were developed and were based on in-
formation derived from hospitals and
ambulatory centers in each country.
Direct recurrent inputs captured in-
cluded nursing time, doctor’s time,
laboratory tests, use of radiography,
hotel services (bedding and food),
drugs, and other medical supplies. We

established health resources profiles
for each case to learn patterns of dis-
ease and assist in the identification of
the level of each resource input.
Health resources profiles per case in-
cluded: acute care versus critical care
versus continuing care; hospital care
versus ambulatory care; mild versus
severe cases; and acute versus chronic
cases.

Cost estimates

The average cost of treatment per
child was estimated using the health
resources data obtained from the sur-
vey questionnaires used in the multi-
center observational study. These data
were combined with unit costs of each
health resource item from various hos-
pital finance departments. A step-
down costing method was employed
here to measure average costs. We de-
veloped categories of costs specific to
each country. This approach offered
the advantage of using empirical
methods to reflect country-specific
costs. 

We estimated the costs for pneumo-
nia due to any cause and pneumococ-
cal pneumonia separately because the
management of these two diseases
differed considerably. Direct non-
medical costs and indirect costs were
not reported here to allow for consis-
tency in reporting the two analyses.
These costs are described in detail else-
where (16).

Health care costs were calculated as
the sum of the visit cost at the hospital
or outpatient setting, the cost of diag-
nostics, and the cost of medication. For
Brazil, the hospital per diem cost was
an average estimate based on the Uni-
fied Health System (UHS), taken from
the actual hospital per diem cost of a
pediatric infectious disease ward for
pneumococcal pneumonia and pneu-
mococcal meningitis. Estimates of the
hospital per diem costs in Chile and
Uruguay were derived from the fi-
nance departments of various hospi-
tals that were representative of each
country (16). For all countries, the cost
per stay in the hospital was calculated
by multiplying the per diem rate of a
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pediatric infectious disease ward
(which includes hotel costs, food, and
health personnel) by the mean length
of stay, which was derived from the
multi-center observational study. The
cost per ambulatory visit was calcu-
lated as the weighted mean cost of vis-
iting a pediatrician, general practi-
tioner, or emergency room based on
the proportion seen in each of the am-
bulatory visits. The unit cost for each
diagnostic test and medication was
based on estimates provided by the fi-
nance departments of public hospitals
and from the listing of medications
and national formularies, respectively. 

Secondary analysis

We chose four different categories to
characterize the patterns of costs asso-
ciated with pneumococcal disease:
age, diagnosis, country, and level of
care. The differential cost by age was
assessed to determine whether a dis-
proportionate amount of the costs of
pneumococcal disease occurred in cer-
tain age groups. Children were di-
vided into five different age groups:
0–11 months, 12–23 months, 24–35
months, 36–47 months, and 48–59
months. Each age group was evalu-
ated separately and by type of setting
(hospital and ambulatory). 

In addition, we developed four dif-
ferent diagnostic categories to find out
which condition was the most resource
intensive. The diagnostic categories
were based on the International Clas-
sification of Diseases, 10th Revision
Clinical Modification (ICD-10-CM),
codes (18). The following diagnoses
were considered based on ICD-10-CM
codes: pneumonia due to any cause
(J15); pneumococcal pneumonia (J13);
pneumococcal meningitis (G00.1); and
AOM due to any cause (H65.0). Each
diagnostic category was evaluated
separately in each country.

We also grouped children into six
different types of care to describe how
costs behave at various levels of care:
ambulatory care, domiciliary care
(Uruguay only), emergency care, in-
tensive care, intermediate (neonatal)
care, and regular care. These repre-

sented the most common places where
care was provided to children with
pneumococcal disease (16). 

We performed multiple linear re-
gression analysis using the statistical
data analysis software STATATM ver-
sion 5.0 for Windows (StataCorp LP,
College Station, Texas, U.S.A.). This
analysis was performed to determine
the source of cost variations across
countries. Health care costs for pneu-
mococcal diseases were modeled sepa-
rately. We constructed four disease
models (model 1: pneumococcal
meningitis; model 2: pneumococcal
pneumonia; model 3: pneumonia due
to any cause; and model 4: AOM due
to any cause) to predict how well the
dependent variable (cost) was used to
predict the independent variables
(age, gender, country, and level of
care).

The independent variables were as
follows: age (x1), country (Brazil: x2,
Uruguay: x3), gender (x4), and level of
care (x5). We defined age as children
under five years old, and gender as
male or female. Chile was chosen as
the reference country from which to
compare cost variations across coun-
tries. Therefore, the independent vari-
able country was either Brazil or
Uruguay. The level of care was de-
fined as low-level care (ambulatory
care or domiciliary care) or high-level
care (emergency care, intensive unit
care, or intermediate neonatal care).
We compared these independent vari-
ables to cost of pneumococcal disease
using the Student t test and the chi-
square test. These tests were applied to
continuous and categorical variables,
respectively. The number of observa-

tions for models 1 through 4 was 183,
187, 178, and 205, respectively. 

Assuming cost (dependent vari-
able) was not normally distributed,
the scale on which the data were ana-
lyzed was transformed to obtain a
normal distribution. This assumption
was based on observations from the
multi-center observational study (16).
We transformed the dependent vari-
able cost by taking its natural loga-
rithm. The natural logarithm was cho-
sen because it is the most frequently
used transformation. 

Coefficients that were statistically
significant at the 5% level had t ratios
that were either greater than 2 or less
than –2. Residuals were computed to
ensure that each equation satisfied the
assumptions of normality. We com-
puted the skewness-kurtosis test to
check the null hypothesis that the
residuals were normally distributed.

Additionally, we tested the assump-
tion of no heteroscedasticity, that is,
there was a non-constant variance
across the predicted values of y, using
the Cook-Weisberg test (19). The null
hypothesis was of constant variance
(i.e., no heteroscedasticity). This meant
that the predicted values of y could not
be rejected at the 5% level if the P (chi-
square) given was greater than 0.05. 

RESULTS

Distribution of children with
pneumococcal disease by age
categories 

Table 1 provides the distribution of
children treated for pneumococcal dis-
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TABLE 1. Distribution of children treated for pneumococcal disease in ambulatory or hos-
pital settings by age groups, Brazil, Chile and Uruguay

Age group Brazil Chile Uruguay

(months) Ambulatory Hospital Ambulatory Hospital Ambulatory Hospital Total

0–11 27 40 54 109 39 42 311
12–23 13 36 51 45 25 21 191
24–35 17 8 48 11 18 8 110
36–47 7 7 38 5 10 11 78
48–59 2 8 30 11 5 7 63

Total 66 99 221 181 97 89 753



ease in ambulatory or hospital settings
by age groups. Overall, 41% of chil-
dren with pneumococcal disease were
under one year old, 25% were 12 to 23
months old, and 34% were over two
years old. This suggests that the ma-
jority of the children with pneumococ-
cal disease belonged to the younger
age groups (0–23 months). This was
consistent in all three countries.

Cost of treatment across countries 

The breakdown of mean total cost
per child for treatment of pneumococ-
cal disease in the public sector across
countries is presented in Table 2. Fifty-
six percent of the overall treatment
cost of pneumococcal disease was at-
tributed to Chile, and the remaining
29% and 15% to Uruguay and Brazil,
respectively. Across countries, hospi-
talization was the main component of
cost associated with pneumococcal
disease, followed by concomitant
medications (e.g., paracetamol, decad-
ron, dexamethasone, ranitidine, acy-
clovir) in Brazil and Chile, and
surgery in Uruguay. Hydration and
electrolyte therapies were an impor-
tant cost component in Brazil, as were
ambulatory visits in Chile, and other
related procedures (e.g., lumbar punc-
ture, tympanoplasty , transfusion, tho-
rascentesis, and catheter insertion) in
Uruguay. Across countries, the high-
est costs reported were attributed to
pneumococcal meningitis, which ac-
counted for 58% of the total cost of
pneumococcal disease. AOM due to
any cause was by far the cheapest in-
fection to treat, accounting for only 3%
of the total treatment cost of pneumo-
coccal disease. 

Use of health resources by age

Children in the youngest age group
(0–11 months) were found to be the
most resource intensive (Table 1). We
found that 52% (191 of 369) of hospital
admissions were for children less than
one year old. In contrast, only one-
third (120 of 384) of ambulatory visits
were reported for the youngest age

group. Approximately 28% (102 of
369) of hospital admissions and 23%
(89 of 384) of ambulatory visits were
reported in children 12–23 months old.
Less than one-fourth (76 of 369) of hos-
pital admissions were reported in chil-
dren 24–59 months old, while almost
one-half (175 of 384) of ambulatory
visits were reported in the older age
groups. Hospitalization was a major
contributor of the overall treatment
cost (50%–61%) for the younger age
groups due to the longer length of stay
that is characteristic of this age group. 

Cost variations for the different age
groups were also observed at the
country level. The overall cost of treat-
ment reported in the younger age
groups (0–23 months) was higher in
Chile (US$ 939) and Uruguay (US$ 872)
than in Brazil (US$ 144). This suggests
different patterns of treatment across
countries. Quite the contrary occurred
in the older age groups, where higher
costs were reported among older
Brazilian children (24–59 months old).
This was because more severe cases
were reported among older Brazilian
children. For children with more dis-
abling conditions (e.g., complications,
sequelae), different patterns of treat-
ment were found. Younger children
(0–23 months old) with complications
or sequelae incurred higher treatment
costs than older children (24–59
months old) with the same disabling
conditions. This was the case for chil-
dren living in Chile and Uruguay.
Sixty-four percent of the total treat-
ment costs of children in the older age
group (48–59 months old) were due to
drug therapy (antibiotics and con-
comitant medications such as para-
cetamol, decadron, dexamethasone,
ranitidine, acyclovir), indicating a
greater reliance on drug management
in the older age group. 

In summary, age had a considerable
effect on the cost of treatment. Chil-
dren in the youngest age groups (0–24
months old) tended to have more se-
vere or disabling conditions. Approxi-
mately, 68% (124 of 183) of children in
this age group were reported to have
pneumococcal meningitis and experi-
enced complications and/or sequelae
because of this disease. This resulted

in a greater number of children being
hospitalized for their illness with a
considerable length of stay in hospital;
hence, the higher costs of treatment for
this age group. 

Use of health resources by type of
pneumococcal illness

Table 3 shows that the use of health
resources was directly related to the
type of pneumococcal illness in Brazil,
Chile, and Uruguay. Children con-
signed to ICD-10 codes J13 (pneumo-
coccal pneumonia) and G00.1 (pneu-
mococcal meningitis) were treated in
the hospital and, as a result, were the
most resource intensive. Less dis-
abling conditions (e.g., AOM due to
any cause and pneumonia due to any
cause) were generally managed in am-
bulatory settings as was evident by the
elevated rate of consultations reported
for ICD-10 codes J15 (pneumonia due
to any cause) and H65.0 (AOM due to
any cause). No surgical interventions
or hydration and electrolyte therapies
were reported for these diagnostic
groups, giving further evidence of the
less disabling nature of pneumonia
due to any cause and AOM due to any
cause. 

Eighty-three percent of the cost was
attributed to the management of se-
vere disease (pneumococcal meningi-
tis and pneumococcal pneumonia),
and the remaining 17% to less severe
conditions (AOM due to any cause
and pneumonia due to any cause).
Across countries, hospitalization and
surgery were the main components of
the cost associated with severe disease
(pneumococcal meningitis and pneu-
mococcal pneumonia), and drug ther-
apy became the most important ele-
ment of the treatment of less severe
conditions (AOM due to any cause
and pneumonia due to any cause). 

Use of health resources by 
level of care

Table 4 summarizes the use of health
resources by level of care for children
with pneumococcal illness in Brazil,
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Chile, and Uruguay. What is evident
from this table is that antibiotic therapy
was administered irrespective of the
level of service provided, while the use
of other concomitant drugs (e.g., para-
cetamol, decadron, dexamethasone,
ranitidine, acyclovir) and hydration
and electrolyte therapies was depen-
dent on the type of service provided.
Laboratory examinations were per-
formed more frequently in children
who received care in the intensive care
unit and intermediate neonatal units
and in pediatric or infectious disease
wards. In contrast, radiology tests were
performed regardless of where the
child received care. Moreover, children
in Chile were routinely given follow-
up visits after discharge, regardless of
the level of care they received when
they were hospitalized. 

Across countries, 36% and 31% of
the cost was attributed to intensive

care and intermediate (neonatal) care,
respectively. Emergency care attrib-
uted only 4% of the total treatment
cost of pneumococcal disease. The cost
of intensive care and intermediate care
was higher in Chile, representing 40%
of the overall cost of treatment. In con-
trast, the cost of ambulatory care was
higher in Uruguay, accounting for 66%
of the overall cost of treatment. In
Brazil, only three levels of care were
reported for pneumococcal disease:
ambulatory care, regular hospital care
(in infectious disease ward), and inten-
sive care. The latter contributed 11% to
the overall cost of treatment in Brazil. 

Multiple linear regression analyses 

The regression analyses revealed the
relative importance of the determi-
nants (independent variables) in pre-

dicting costs. Table 5 shows the results
of the regression analysis models after
controlling for skewness. For AOM
due to any cause, the variable high-
level care (x5) was the only coefficient
that was predictive of cost variations,
with t ratio 4.79, which was statisti-
cally significant at the 5% level. For
pneumococcal meningitis, all except
the variable for age (x1) were predic-
tive of cost variations, as evident by t
ratios –3.80 (x2), –3.32 (x3), 2.60 (x4),
and 3.57 (x5), which were statistically
significant at the 5% level. For pneu-
monia due to any cause, the following
coefficients were predictive of cost
variations at the 5% level: Brazil (x2),
Uruguay (x3), and high-level care (x5).
For pneumococcal pneumonia, all co-
efficients except gender (x4) were sta-
tistically significant at the 5% level. 

To ensure that the equation satisfied
the assumptions of normality and con-
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TABLE 4. Use of health resources by level of care for children with pneumococcal illness in Brazil, Chile, and Uruguay 

Ambulatory Emergency Intensive Intermediate Regular Domiciliary
Health resources care (%) hospital care (%) hospital care (%) neonatal care (%) hospital care (%) care (%)

Brazil
Antibiotics 100 0 100 0 98 . . .a

Concomitant medicationb 66 0 100 0 99 . . .
Hydration and electrolyte therapies 0 0 100 0 99 . . .
Outpatient visits 100 0 0 0 0 . . .
Hospitalization 2 0 100 10 100 . . .
Laboratory tests 9 0 100 0 81 . . .
Radiography 20 0 33 0 66 . . .
Proceduresc 40 0 33 0 2 . . .
Surgery 0 0 17 0 1 . . .

Chile . . .
Antibiotics 100 100 100 100 100 . . .
Concomitant medicationsb 92 100 97 100 84 . . .
Hydration and electrolyte therapies 0 100 98 86 74 . . .
Outpatient visits 100 0 59 100 47 . . .
Hospitalization 0 100 100 100 100 . . .
Laboratory tests 3 100 99 86 100 . . .
Radiography 42 100 91 86 99 . . .
Proceduresc 54 100 90 100 82 . . .
Surgery 0 0 14 43 10 . . .

Uruguay . . .
Antibiotics 99 100 100 100 90 100
Concomitant medicationsb 16 20 100 92 80 75
Hydration and electrolyte therapies 0 20 100 75 90 26
Outpatient visits 100 0 0 25 0 3
Hospitalization 6 100 100 92 100 100
Laboratory tests 7 100 100 92 100 100
Radiography 56 100 100 83 70 93
Proceduresc 17 0 100 83 90 44
Surgery 0 20 0 25 20 18

a . . .  = not reported.
b Examples of concomitant medications include paracetamol, decadron, dexamethasone, ranitidine, acyclovir.
c Examples of procedures include lumbar puncture, tympanoplasty, transfusion, thorascentesis, and catheter insertion.
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stant variance (no heteroscedasticity),
the residuals of the coefficients were
plotted in scatter graphs (not shown
here). The graphs showed the pres-
ence of extreme values (cost outliers)
in each of the models. Outliers added
variability and uncertainty to the over-
all results of the regression models. To
determine the effects of outliers on the
relationship derived from the regres-
sion line, outliers were included in the
primary regression analysis and ex-
cluded in the secondary regression
analysis (Table 6). Exclusion of the
outliers did not change the predictabil-
ity of cost variations for the pneumo-
coccal meningitis model (model 1),
clinical pneumonia due to any cause
model (model 3), and AOM due to any
cause model (model 4). However, it re-
duced the predictability of cost varia-
tions for the pneumococcal pneumo-

nia model (model 2), in terms of age.
By excluding the outliers in this
model, the variable age (x1) was no
longer statistically significant at the
5% level, as was evident by the t ratio
–1.69.

The normality of the residuals was
tested using the skewness-kurtosis
test. For model 4 (AOM due to any
cause model), the equation passed the
test at the 5% level, with a P(chi-
square) of 0.35. Similarly, the equation
for model 2 (pneumococcal pneumo-
nia model) passed the test of normality
at the 5% level, with a P(chi-square) of
0.31. For models 1 (pneumococcal
meningitis model) and 3 (pneumonia
due to any cause model), the equations
failed (rejected the null hypothesis of
normality) the skewness-kurtosis test
at the 5% level, with P(chi-square) less
than 0.05. 

When heteroscedasticity (i.e., non-
constant variances) was tested, the
equations for models 1, 3, and 4 failed
the non-constant variance test at the
5% level because their P(chi-square)
was less than 0.05. The only model that
passed the test of heteroscedasticity at
the 5% level was model 2 (pneumococ-
cal pneumonia model). 

Models 1, 3, and 4 failed the normal-
ity test and/or the heteroscedasticity
test. This called into question the relia-

bility of the estimates of the standard
errors (and therefore the t ratios) of the
estimated regression coefficients for
these three models. Based on this ob-
servation, it was not possible to rely on
the t ratios of models 1, 3, and 4 to de-
termine which coefficients were signif-
icant and which were not significant.
In contrast, model 2 (pneumococcal
pneumonia) passed the normality test
and the heteroscedasticity test. A sig-
nificant proportion of the costs associ-
ated with pneumococcal pneumonia
were likely to be explained by its rela-
tionship with the level of service pro-
vided and the country in which costs
were incurred. Conversely, results of
the regression analysis showed that
the tendency of costs to change with
variables (country, age, gender, and
level of care) was not statistically sig-
nificant for models 1, 3, and 4.

DISCUSSION 

Main findings

This study demonstrated that the
cost of treating pneumococcal illnesses
was considerable in the Latin Ameri-
can countries studied. Across coun-
tries, pneumococcal meningitis cost
more to treat than pneumococcal

TABLE 5. Results of the regression analy-
ses to determine the source of variations on
health care costs for pneumococcal dis-
ease by age, gender, and level of care after
controlling for the skewed distribution,
Brazil, Chile, and Uruguay

Variable Coefficienta P-value

Pneumococcal meningitis
Age Positive 0.830
Brazil Negative 0.001
Uruguay Positive 0.002
Gender Positive 0.005
Level of care Positive 0.007

Pneumococcal pneumonia
Age Negative 0.001
Brazil Negative 0.009
Uruguay Negative 0.002
Gender Negative 0.377
Level of care Positive 0.000

Pneumoniab

Age Positive 0.283
Brazil Negative 0.003
Uruguay Negative 0.001
Gender Negative 0.388
Level of care Positive 0.000

Acute otitis mediab

Age Positive 0.394
Brazil Positive 0.010
Uruguay Positive 0.971
Gender Negative 0.700
Level of care Positive 0.002

a The coefficient is the mathematical weighting of the ex-
planatory variables in the equation. Positive coefficient is
the number greater than zero; negative coefficient is the
number less than zero.

b Due to any cause.

TABLE 6. Results of the regression analyses to determine the source of variations on health
care costs for pneumococcal disease by age, gender, and level of care with and without the
outliers, Brazil, Chile, and Uruguaya

Pneumococcal Pneumococcal
meningitis pneumonia Pneumoniab AOMb

Variable (t ratio) (t ratio) (t ratio) (t ratio)

Including outliers
Age 0.31 –2.07 –1.11 0.57
Brazil –3.80 –6.69 –4.41 –1.08
Uruguay –3.32 –2.10 –14.81 –1.90
Gender 2.60 0.001 –1.35 1.08
Level of care 3.57 7.60 10.65 4.79

Excluding outliers
Age 0.05 –1.69 –1.11 0.68
Brazil –3.06 –6.91 –4.38 1.24
Uruguay –2.66 –2.61 –18.20 –1.93
Gender 2.89 0.05 –1.35 0.30
Level of care 5.32 6.13 4.53 4.28

a Outliers or outlying values are generated during a simulation on the extreme end of a distribution and are excluded from the
display range.

b Due to any cause.



pneumonia. This was indicative of dis-
ease severity. The size of the burden of
pneumococcal meningitis in Chile, for
example, was small but its costs were
so pervasive that they outweighed the
treatment costs of other pneumococcal
illnesses. On the basis of this, re-
searchers should target their efforts on
costing diseases in countries that have
differential burdens of pneumococcal
disease. Better economic data should
be obtained in countries where ill-
nesses such as pneumococcal meningi-
tis are a major health problem and are
consistently more expensive. 

Cases requiring hospital treatment
were much more costly than those not
requiring hospitalization. Therefore a
major cost driver was hospital care, re-
sponding to severity, country, and in-
efficient levels of care. Age had a con-
siderable effect on the cost of hospital
care. Patients in the younger age
group tended to incur higher costs of
treatment due to extended length of
stay in the hospital resulting from
more severe or disabling conditions. In
view of this evidence, researchers
should focus data collection for future
costing work on hospital inputs and
costs, especially in the younger age
population. 

As expected, the greatest economic
burden (health care costs) was in the
upper-middle income country (Chile),
with a 2005 gross national income
(GNI) per capita of US$ 3 821 or more.
This greater economic burden was due
to higher treatment costs per child.
The patterns of cost varied widely in
certain population groups. An exam-
ple of cost variation was found for the
estimates of antibiotic therapy. This
was the result of different treatments
being administered (particularly at the
beginning) and a wider variation of
treatment dose range and costs for the
period of the infection. Also apparent
was the level of variation for the esti-
mates of hospitalization, reflecting on
the differences in length of stay. Hos-
pital costs tended to peak early after
admission and slowly decreased as
treatment (mainly antibiotics) reduced
the length of stay. 

For economic evaluations, the most
important consideration is that the rel-

ative costs of the different items are
consistent within each country col-
umn. For example, one would expect
that the cost of a day in intensive care
would be more costly than in an inter-
mediate care unit and that the latter
would be more costly than a day in a
pediatric or infectious disease ward.
This relationship held in all countries.
Similarly, radiology tests were always
more expensive than laboratory tests.
Of the drug costs, antibiotic therapy
was always more costly than elec-
trolyte and hydration therapies.

Comparison of costs between coun-
tries was of less interest here as the
concern was with country-specific
evaluations. However, because the
costs are applied to a set of resource-
use data derived from various centers
in three countries, consistency of defi-
nition of items being costed was neces-
sary. Overall, levels of health care ex-
penditure and absolute price levels for
health care resources varied between
the three Latin American countries.
Generally, one would expect the unit
costs for all items to show the same re-
lationship between two countries, for
example, Chilean unit costs would be
expected to be higher than those in
Uruguay. From this study, it can be
seen that this was the case except for
certain procedures and follow-up care.
In these cases the differences could
arise from genuine differences in the
relative costs for these items, from dif-
ferences in financial responsibilities
between health and non-health agen-
cies, or from different definitions of
the item or service being used. Where
such differences appeared they were
checked to ensure that there were
genuine relative cost differences 
rather than inconsistencies in the cost
measurement.

Detailed and complete sets of health
care cost data were not readily avail-
able for most health care systems. In
publicly funded systems direct patient
billing only occurred for a limited
number of items. In social insurance
systems there was more direct charg-
ing, but the charge rates were often
centrally determined and did not nec-
essarily reflect true costs. The most
comprehensive data usually related to

charges or reimbursement rates rather
than social opportunity costs. The lat-
ter tended to be available on a site-
specific basis leading to a conflict
between precision and representative-
ness. On the basis of this evidence, re-
searchers should consider the context
in which decisions will be made before
undertaking a study of this nature. 

Although the procedures and items
of health care resource use were de-
fined a priori, variability of data avail-
ability between countries led to differ-
ences in the costing methods used. In
some cases costs could not be obtained,
for example, because procedures like
cochlear implantation were not fre-
quently reported in Chile. Moreover,
diagnosis of pneumococcal disease is
often difficult, especially in health care
settings where blood cultures are not
collected. Based on this, researchers
should have a standardized methodol-
ogy to ensure that the scope of the data
is the same across countries. 

Many factors caused cost variations.
The findings of the multiple linear re-
gression analysis highlighted some of
the key sources for cost variations for
pneumococcal pneumonia: levels of
services provided (hospital versus am-
bulatory health centers) and country
in which costs were incurred. How-
ever, the relationship of these vari-
ables with other diseases (pneumococ-
cal meningitis, pneumonia due to any
cause, AOM due to any cause) could
not be explained, as the tendency of
costs to change with these variables
was not statistically significant at the
5% level for other pneumococcal dis-
ease models.

Study limitations

A few limitations need to be borne
in mind. The first limitation stems
from the fact that costs of follow-up
care for patients with sequelae were
difficult to estimate, as quality data
sources related to the cost of sequelae
were scarce. For this reason, only costs
of treating the acute phase of the ill-
ness were considered. 

On the question of potential double-
counting of medical staff costs in pro-
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cedures and per diems there was a
variable experience between countries.
It was not considered a problem for
costs in intensive care as the staff there
was separate from the staff providing
general ward care. For neonatal care
there was a possibility of some overlap
but generally the medical staff in
neonatal care were not directly in-
volved in general ward care. The main
area of difficulty remained the cost for
general ward care. It was recognized
that in all countries general ward per
diem included some time spent on
medical procedures.

The disparate nature of health care
systems in these countries, in terms of
organization and delivery of care and
reimbursement of health care pro-
viders, led to a variable quantity and
quality of readily available data on the
costs of care across countries. In many
cases it was necessary to depart from
the intended approach because of this. 

Study implications 

The work undertaken here shows
that cost estimation for pneumococcal
disease treatment can be achieved and
can provide “building blocks” to infer
the costs and variability of costs in dif-

ferent settings. This should encourage
both central and local decision-makers
to request cost data on a regular basis.
The cost of pneumococcal disease can
vary widely and some of this variation
is associated with service characteris-
tics. This finding can help inform
health care administrators and pro-
viders as they plan new vaccine pro-
grams and develop contracting and
pricing strategies. On this note, deci-
sions on introducing a new vaccina-
tion program should be based on
country-specific data, regardless of
how similar countries might seem in
terms of regional proximity and in-
come levels. The focus of data collec-
tion for future costing studies should
also be on diseases that are consis-
tently most costly, as is the case for
pneumococcal meningitis. It should
not be inferred from this that patients
with more frequently occurring but
less pervasive infections (AOM due to
any cause) should be ignored. Simi-
larly, future research should consider
focusing more on significant cost dri-
vers, such as hospital care. These find-
ings need to be balanced against the
provision of good-quality care. 
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Objetivos. Estimar los costos de la enfermedad neumocócica en Brasil, Chile y Uru-
guay, describir cómo varían estos costos entre diferentes grupos de pacientes y dis-
cutir los factores que influyen en las variaciones de estos costos.
Métodos. El costo de la enfermedad neumocócica se estimó desde la perspectiva de
la atención sanitaria. Inicialmente se establecieron estimados de referencia de los cos-
tos para cada país a partir de la información de los recursos sanitarios empleados,
según los datos de cada paciente y los costos específicos de cada institución. Se cons-
truyeron modelos de regresión por separado para cuatro tipos de enfermedad neu-
mocócica. Se realizaron las pruebas de asimetría-curtosis y de Cook-Weisberg para
comprobar la normalidad de los residuos y la heterocedasticidad, respectivamente.
Resultados. El costo del tratamiento de la meningitis neumocócica fue de US$ 5 435
por cada niño, mientras el de la neumonía neumocócica fue menor, entre US$ 372 y
US$ 3 483 por niño. El costo del tratamiento de la otitis media aguda fue de US$ 20 a
US$ 217 por niño. La principal fuente de variación en los costos de tratamiento fue el
nivel de servicio brindado y el país en que se generaron los costos. No obstante, la ten-
dencia de los costos a variar no fue estadísticamente significativa (P > 0,05) en la ma-
yoría de los modelos de la enfermedad neumocócica.
Conclusiones. La enfermedad neumocócica constituye una notable carga económica
para los sistemas de salud seleccionados de América Latina. Los patrones del costo de
tratamiento de la enfermedad neumocócica mostraron una gran variación.

Costos y análisis de costos, costo de enfermedad, otitis media, neumonía, neu-
monía neumocócica, Streptococcus pneumonia, América Latina.

RESUMEN

Evaluación de los costos de la
enfermedad neumocócica 

en países seleccionados 
de América Latina

Palabras clave

sis. Washington, D.C.: Albert B. Sabin Vac-
cine Institute; 2007.

15. Valenzuela MT, O’Loughlin R, de la Hoz FP,
Gomez E, Constenla D, Sinha A, et al. for the
Technical Advisory Group. The burden of
pneumococcal disease in Latin America and
the Caribbean: A review of the evidence. The
Lancet. Forthcoming 2008.

16. Constenla D. Evaluating the cost-effectiveness
of a pneumococcal conjugate vaccination pro-
gramme in Latin America [PhD thesis]. Lon-

don: London School of Hygiene and Tropical
Medicine. 2005. Pp. 153–228. 

17. World Bank. World Development Indicators
Online. Available from: http://www.world
bank.org/data/wdi2004/index.htm. Ac-
cessed 23 January 2005.

18. American Medical Association. International
Classification of Diseases; 10th Revision Clin-
ical Modification (ICD-10-CM). Available
from: http://www.who.int/classifications/
apps/icd/icd10online. Accessed 15 May 2006.

19. Cook R, Weisberg S. Residuals and influence
in regression. New York: Chapman and Hall;
1982.

Manuscript received 14 August 2006. Revised version ac-
cepted for publication 12 September 2007.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


