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Background

Evidence regarding the relationships between the
socioeconomic status and long-term outcomes of individuals
with bipolar affective disorder (BPD) is lacking.

Aims
We aimed to estimate the effects of baseline socioeconomic
status on longitudinal outcomes.

Method

A national cohort of adult participants with newly diagnosed BPD
was identified in 2008. The effects of personal and household
socioeconomic status were explored on outcomes of hospital
treatment, mortality and healthcare costs, over a 3-year follow-up
period (2008-2011).

Results

A total of 7987 participants were recruited. The relative risks of
hospital treatment and mortality were found elevated for the
ones from low-income households who also had higher
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healthcare costs. Low premium levels did not correlate with
future healthcare costs.

Conclusions

Socioeconomic deprivation is associated with poorer outcome
and higher healthcare costs in BPD patients. Special care
should be given to those with lower socioeconomic status to
improve outcomes with potential benefits of cost savings in the
following years.
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Compared with research about the associations between socio-
economic status and risk for bipolar affective disorder (BPD),"?
fewer studies have examined the relationships between baseline
socioeconomic status and long-term outcomes for individuals
living with BPD. Although several studies suggested higher
socioeconomic status may be related to better symptomatic or
functional consequnces,”™ other studies failed to detect significant
influences of socioeconomic status on readmissions, global
assessment of functioning and time with depressive/manic symp-
toms in longitudinal follow-ups.>” In comparison with the general
population, the mortality rate is substantially higher for indi-
viduals with BPD, considered as one of the serious mental
illnesses,>” and this mortality gap may be getting wider in recent
years.'® Given the well-recognised differences in mortality across
socioeconomic groups,'' data exploring the impacts of socio-
economic deprivation on excess mortality in people with BPD
remain wanting.

Regarding the existing evidence, there are some flaws. First,
earlier studies on socioeconomic status and treatment outcomes
only recruited hospitalised individuals from a single centre.>® The
generalisability is questionable because socioeconomic status may
vary considerably across catchment areas. Second, nearly all of the
previous studies were from the USA,>**7 where financial barriers
to healthcare services were extremely high to the most disadvan-
taged people.'” Third, the applied socioeconomic status measure-
ments mainly focused on the affected person’s education level and
recent occupations which could be the consequences of illness
resulting from early social decline.'® Lastly, very few studies
explored the socioeconomic status effects on outcome of excess
mortality in the populations with serious mental illnesses.'* None
of them specifically examined the relationships between socio-
economic deprivation and all-cause mortality in people with BPD.
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Therefore, the current exploratory study, using the claims data
from the National Health Insurance Research Database (NHIRD)
in Taiwan, sought to explore the impacts of baseline socio-
economic status at both personal and household levels on
longitudinal outcomes of hospital treatment and mortality in a
nationally representative sample of people with newly diagnosed
BPD. Considering the need to understand factors affecting
healthcare costs and to alleviate healthcare cost burden, the
associations between socioeconomic status measurements and
healthcare costs were also explored in a follow-up period of
consecutive 3 years, from the perspectives of healthcare providers.

Method
Setting

Taiwan is a country with a population of around 23 million. On a
purchasing power parity basis, its gross domestic product per capita
in 2008/2009 was 31100/32 000 international dollars. National
Health Insurance (NHI) in Taiwan is a single-payer compulsory
social insurance system which centralises the disbursement of
healthcare funds and guarantees equal access to healthcare for all
citizens. In 2008, a total of 22.92 million individuals were involved
in Taiwan’s NHI programme with a coverage rate of 99.48%."
The NHIRD consists of data characterising healthcare utilisation
of insured residents, including expenditures, medical procedures/
treatments and basic demographic characteristics. Diagnosis in
NHIRD is given with the International Classification of Diseases,
9th revision, clinical modification diagnoses (ICD-9-CM). In this
study, all participants were first identified from the NHIRD, and the
index date was defined as the date on which the participant was first
diagnosed with BPD (ICD-9-CM codes: 296.0, 296.1, 296.4-296.7) in
2008. Data on all NHI information for each participant were extracted
for the 1 year preceding, and 3 years following the index date.
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The study protocol was approved by the Research Ethics Review
Committee of Far Eastern Memorial Hospital, Taiwan (No. 102006-F).

Participants

All participants meeting the following criteria in NHIRD were
included in the study.

e They were diagnosed with BPD in 2008.

e They were aged 18 years or above on the index date.

e Data were available for a minimum of 12 months before
and 36 months after the index date.

e They did not have a diagnosis of BPD in the year
preceding the index date.

To ensure the validity of the clinical diagnoses, participants
needed to have at least four out-patient visits because of treatment
of BPD or one hospital treatment with BPD as the primary
diagnosis in the year following the index date.

Service use and costs

The extracted service use components included out-patient
services, emergency attendances and in-patient stays. Service use
during the preceding year and over the consecutive 3-year study
period following the index date was extracted. All costs were
calculated from the actual claims data, and expressed in 2008-
2009 New Taiwan Dollar (NTD; the implied purchasing power
parity conversion rate between 2008—2009 NTD and International
Dollar is 16.99:1).'

Demographic/clinical information and baseline
socioeconomic status measurements

Demographic and clinical data were extracted, including age,
gender, physician specialty clinical setting and type of mood
episode on the index date. The baseline socioeconomic status
variables included low-income household as recognised by the
government (those whose total income divided by the number of
household members is lower than the minimum cost of living,
which is set at 60% of the average monthly per capita non-
productive expenditure during the past year), insurance premium
level (the monthly salary-based income of the insured, which is
categorised into four levels: above NTD 72 801, NTD 36 301—
72 800, NTD 17 281-36 300, below NTD 17 280 (International
Dollar 1=NTD 16.99)),'® and urbanisation level of residence
(urbanisation stratifications of townships in Taiwan according
to population density, population ratio of people with college or
above educational levels, population ratio of people of agricultural
employment population ratio of elderly people and physician
density)!” on the index date. For all participants, comorbidities
of mental and physical illnesses, as well as healthcare utilisation/
expenditure, were traced back for the 12 months prior to the
index date.

Healthcare utilisation pattern within the first year of
index diagnosis

Healthcare utilisation pattern was operationally defined by
whether the individual had been admitted for treatment of BPD
as well as the frequency of out-patient visits for BPD treatment
within the first year of diagnosis. Because the individual who had
been admitted for treatment of BPD may differ considerably from
those receiving treatments exclusively at out-patient settings, we
categorised study participants into three mutually exclusive groups
based on the healthcare utilisation pattern for BPD treatment
within the first year: (1) those who were admitted for treatment of
BPD; (2) those having >7 out-patient clinic visits; and (3) those
having four to six out-patient clinic visits.
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Data analysis

Basic demographic/clinical data, socioeconomic status measurements
and healthcare expenditure for the preceding year were described
for the overall sample and compared among groups according to
their first-year healthcare utilisation patterns. Survival analyses with
Kaplan—Meier curves and Cox regressions were employed to estimate
the effects of baseline socioeconomic status factors on the risks
of being hospitalised within the consecutive 3 years. The considered
confounding factors included demographic/clinical information and
comorbid physical/mental illnesses within the preceding year.

To further identify characteristics predictive of healthcare
costs over the second and third years respectively generalised
linear regression models with a log link and gamma variance
function and baseline socioeconomic status variables as major
predictors of interest were employed.'"® The generalised linear
model allows a generalisation of the response distribution to
members of the exponential family, including gamma, inverse
Gaussian and binomial distributions. Given the assumption for a
constant coefficient of variation, the gamma distribution has been
found to be appropriate for cost analyses. In a generalised linear
model, the regression equation is called the ‘linear predictor’ but
this linear predictor is not equated with the expected cost, but via
‘link function’. The log link is commonly used when analysing
cost data because it guarantees non-negative outcomes and has a
close connection to the logarithmic transformation of data. This
generalised linear model approach has been commonly used in
analyses of economic cost data.'®

Standardised mortality ratios (SMRs) were calculated for the
3-year observation period. Death was defined as withdrawal of the
person from the NHI programme.® SMRs were calculated using
age (namely 18-19, 20-24, 25-29, 30-34, 35-39, 40—44, 4549,
50-54, 55-59, 60—64, 65-69, 70-74, 75-79, 80—84, 85-89 and 90+)
and gender strata.>' The number of deaths observed in these 3 years
represented the numerator. The denominator was the expected
number of deaths in a year estimated by age- and gender-specific
mortality statistics for the Taiwanese population in 2009/2010
multiplied by three. To assure for the validity of this proxy
definition of death status, a set of sensitivity analysis for SMRs
was calculated with another target population consisting of people
who had no diagnoses of mental illnesses during medical encounters
in 2008, retrieved from a random sample of 200 000 beneficiaries
from the Longitudinal Health Insurance Database 2005, which
provided a population representative cohort including nearly one
million of the year 2005 Registry of Beneficiaries (22.17 million)
under Taiwan’s NHI programme. All statistical analyses were
performed via SPSS version 17.0 (Chicago, Illinois, USA). Alpha
level was set at 0.05 (P-value) for statistical significance.

Results

Initially, there were 15 254 adult participants with newly diagnosed
BPD. Among them, 7267 were subsequently excluded because they
did not have at least four out-patient visits because of treatment of
BPD or one hospital treatment with BPD as the primary diagnosis
in the year following the index date. There are totally 7987 participants
with newly diagnosed BPD included in the current analyses.

On the index date, the mean age was 44.3 (s.d.=16.2), around
40.8% male and 3.3% classified as from low-income households.
The income premium distributions from the lowest to the highest
level were 58.5%, 33.6%, 7.1% and 0.8% respectively. At first
diagnosis, the affective presentations were manic (47.1%), mixed
(13.6%), depressed (26.5%) and unspecified (12.8%). Within the
first year, 29.2% of the participants were admitted at least once for
BPD treatments (Table 1).

I
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Table 1 Sociodemographic and clinical characteristics, stratified by healthcare utilisation pattern® within the first year of index diagnosis

Hospital
treatment OPD >7 OPD 4-6 Total
Characteristics (n=2329) (n=3823) (n=1835) (n=7987) Significance
Age [mean (s.d.)] 43.84 (16.23) 44.05 (15.78) 45.48 (16.97) 44.32 (16.20) F=6.252, P=0.002*
Gender [n (%)] X2:59.6OO, P<0.001**
Male 1104 (47.4) 1442 (37.7) 715 (39.0) 3261 (40.8)
Female 1225 (52.6) 2381 (62.3) 1120 (61.0) 4726 (59.2)
Low-income household [n (%)] 98 (4.2) 117 3.1) 49 2.7) 264 (3.3) %°=8.968, P=0.011*
Insurance premium® [ (%)] ¥?=59.702, P<0.001**
Level (1) 1487 (63.8) 2155 (56.4) 1033 (56.3) 4675 (58.5)
Level (2) 725 (31.1) 1325 (34.7) 631 (34.4) 2681 (33.6)
Level 3) 110 @4.7) 310 8.1) 149 (8.1) 569 (7.1)
Level (4) 7 (0.3) 33 (0.9 22 (1.2) 62 (0.8)
Urbanisation level® [n (%)] ¥*=42.778, P<0.001%*
Level (1) 669 (28.7) 1183 (30.9) 631 (34.4) 2483 (31.1)
Level (2) 648 (27.8) 1191 (31.2) 527 (28.7) 2366 (29.6)
Level 3) 332 (14.3) 541 (14.2) 264 (14.4) 1137 (14.2)
Level (4) 358 (15.4) 489 (12.8) 212 (11.6) 1059 (13.3)
Level (5) 7 (1.6) 4 (1.2) 28 (1.5) 109 (1.4)
Level (6) 4 (3.6) 105 2.7) 54 (2.9 243 (3.0)
Level (7) 201 (8.6) 270 (7.1) 119 (6.5) 590 (7.4)
Clinical setting at index visit [ (%)] ¥°=4487 668, P<0.001**
OPD 721 (31.0) 3743 (97.9) 1777 (96.8) 6241 (78.1)
ER 227 9.7) 80 (2.1) 58 (3.2) 365 (4.6)
In-patient 1381 (59.3) 0 (0.0) 0 (0.0) 1381 (17.3)
Physician type at index visit [ (%)] ¥?=113.512, P<0.001**
Non-psychiatrist 599 (25.7) 683 (17.9) 545 (29.7) 1827 (22.9)
Psychiatrist 1730 (74.3) 3140 (82.1) 1290 (70.3) 6160 (77.1)
Catastrophic illness card” [n (%)] 863 (37.1) 883 (23.1) 323 (17.6) 2069 (25.9) ¥°=232.449, P<0.001**
Initial diagnosis codes® [ (%)] ¥°=716.779, P<0.001**
296.0 308 (13.2) 635 (16.6) 435 (23.7) 1378 (17.3)
296.1 228 (9.8) 220 (5.8) 132 (7.2) 580 (7.3)
296.4 813 (34.9) 693 (18.1) 292 (15.9) 1798 (22.5)
296.5 316 (13.6) 1245 (32.6) 559 (30.5) 2120 (26.5)
296.6 208 (8.9) 627 (16.4) 253 (13.8) 1088 (13.6)
296.7 456 (19.6) 403 (10.5) 164 8.9 1023 (12.8)
Total healthcare costs in the preceding year 7 (133) 6 (100) 1(99) 1(111) F=34.863, P<0.001**
(in 1000 NTD)
[mean (s.d.)]
Comorbid physical illness' [n (%)]
Hypertension 454 (19.5) 736 (19.3) 387 (21.1) 1577 (19.7) X2:2.774, P=0.250
Diabetes mellitus 248 (10.6) 408 (10.7) 181 (9.9) 837 (10.5) x?=0.964, P=0.618
Renal disease 100 (4.3) 138 (3.6) 81 (4.4) 319 (4.0 X2:2.863, P=0.239
Cancer 84 (3.6) 118 (3.1) 67 (3.7) 269 (3.4) %°=1.790, P=0.409
Cardiovascular disease 406 (17.4) 692 (18.1) 411 (22.4) 1509 (18.9) ¥*=19.517, P<0.001**
Chronic obstructive pulmonary disease 273 (11.7) 424 (11.1) 209 (11.4) 906 (11.3) ¥?=0.578, P=0.749
Stroke 76 (3.3) 123 (3.2) 74 (4.0) 273 (3.4) X2:2.736, P=0.255
Parkinson’s disease 5122 75 (2.0) 48 (2.6) 174 (2.2) ¥?=2.490, P=0.288
Comorbid painful physical symptom’
[n ()
Headache/migraine/dizziness 699 (30.0) 1382 (36.1) 692 (37.7) 2773 (34.7) ¥?=33.459, P<0.001**
Back pain 525 (22.5) 1060 (27.7) 522 (28.4) 2107 (26.4) X2:25<273, P<0.001**
Comorbid mental illness’ [n (%)]
Major depression 556 (23.9) 1360 (35.6) 474 (25.8) 2390 (29.9) %?=113.530, P<0.001**
Other depression 598 (25.7) 1238 (32.4) 502 (27.4) 2338 (29.3) %?=35.666, P<0.001**
Schizophrenia 421 (18.1) 353 (9.2) 103 (5.6) 877 (11.0) X2:185.993, P<0.001**
Other psychotic disorder 228 (9.8) 199 (5.2) 76 (4.1) 503 (6.3) X2:7O4309, P<0.007**
Substance use disorder 187 (8.0) 215 (5.6) 90 (4.9) 492 (6.2) ¥?=20.981, P<0.001**
Alcohol use disorders 77 (3.3 37 (1.0 19 (1.0) 133 (1.7) X2:54<O97, P<0.001**
Hyperkinetic syndrome 3(0.1) 14 (0.4) 10 (0.5) 27 (0.3) ¥?=5.448, P=0.066
Panic disorder 49 (2.1) 207 (5.4) 69 (3.8) 325 (4.1) X2:41.221, P<0.001**
Deaths in first year of follow-up [n (%)] 92 (4.0) 47 (1.2) 47 (2.6) 186 (2.3) x°=47.670, P<0.001**
Deaths in second year of follow-up [n (%)] 151 (6.5) 107 (2.8) 78 (4.3 336 (4.2 ¥?=48.770, P<0.001**
Deaths in third year of follow-up [n (%)] 215 9.2 164 (4.3) 118 (6.4) 497 (6.2) X2:60.742, P<0.001**
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Table 1 (Continued)
Hospital

treatment OPD >7 OPD 4-6 Total
Characteristics (n=2329) (n=3823) (n=1835) (n=7987) Significance
Hospital treatment in first year of follow-up® 1883 (80.9) 205 (5.4) 106 (5.8) 2194 (27.5) ¥°=4775.633, P<0.001**
n (%)
Hospital treatment in second year of 1907 (81.9) 382 (10.0) 157 (8.6) 2446 (30.6) ¥°=4161.064, P<0.001**
follow-up8 [n (%)]
Hospital treatment in third year of 1917 (82.3) 477 (12.5) 188 (10.2) 2582 (32.3) ¥°=3841.458, P<0.0071**

follow-up® [n (%)]
s.d., Standard deviation; OPD, out-patient department; ER, emergency room.

out-patient visits during the first year.

o

NTD; Level (4): Above 72 801 NTD.

o

Agricultural town; Level (7): Rural area.

a

)

*P<0.05, **P<0.001.

a. Study participants were grouped by first-year healthcare utilisation pattern for treatment of BPD: hospital treatment, participants who had been admitted at least once during the first
year; OPD >7, participants who had not been admitted and had >7 out-patient visits during the first year, OPD 4-6, participants who had not been admitted and had 4-6

Insurance premium was classified into four different levels: Level (1): Under 17 280 NTD; Level (2): Between 17 281 NTD and 36 300 NTD; Level (3): Between 36 301 NTD and 72 800
. Urbanisation was classified into seven different levels: Level (1): Metropolitan city; Level (2): City, Level (3): Developing city; Level (4): Town; Level (5): Ageing population town; Level (6):

. If a patient is diagnosed with a catastrophic illness by a physician under Ministry of Health and Welfare guidelines, the patient can apply for a catastrophic illness card with which the
patient does not need to pay a copayment for out-patient or in-patient care for related conditions.

. 296.0, 296.1, 296.4 represents manic states; 296.5 represents depressive states; 296.6 represents mixed states; and 296.7 represents unspecified mood states.

. Comorbid physical and mental illnesses were measured over the 12-month pre-index period. Costs were expressed in New Taiwan Dollar (NTD). Chi-squared test was used for
comparing categorical variables between groups by first-year healthcare utilisation pattern and ANOVA was used for comparisons of continuous variables.

g. Hospital treatment during which the patients were first diagnosed on the index dates were not included.

Baseline socioeconomic status in relation to hospital
treatment outcome

The Kaplan—Meier curves showed that individuals from low-
income households had remarkably worse survival curves in terms
of hospital treatment compared with the others with a log-rank
test of P<0.01 in each of 1-, 2- and 3-year follow-ups. Individuals
with lower premium levels also significantly differed in survival
curves regarding hospital treatment compared with those with
higher premium levels (Fig. 1). The results of Cox regression
revealed that the group of low-income household had an over 40%
increase in the risk of hospital treatment in each of the 1-year, 2-
year and 3-year follow-ups. Compared with the group with the
highest insurance premium, the lower premium levels predicted
hospital treatment in the 2-year and 3-year follow-ups. Urbanisa-
tion level was not significantly associated with hospital treatment.
Apart from the socioeconomic status factors, younger age and
male gender were shown to be associated with higher rates of
being hospitalised (Table 2).

Baseline socioeconomic status in relation to future
total healthcare costs

As revealed in Table 3, low-income household predicted higher
healthcare costs in the second and third years respectively,

Probability without hospitalisation (%)

0 200 400 600 800 1000
Time to the 1™ hospitalisation (Days)

——— Low income household
-------- Non-low income household

whereas the individual’s baseline premium levels did not sig-
nificantly correlate with future healthcare costs. Urbanisation
levels also correlated with future total healthcare costs in the
second and third years. With regard to other factors, older age and
male gender were shown to be associated with higher total
healthcare costs in the second and third years (Table 3).

Baseline socioeconomic status in relation to mortality
outcome

In this group of newly diagnosed BPD, a nearly threefold increase of
relative risk of mortality was identified (SMR=2.97, 95% CI=2.71, 3.24)
with age- and gender-standardisation. Men with newly diagnosed
BPD had an SMR of 3.42 (95% CI=3.04, 3.82), whereas their female
counterparts had an SMR of 2.45 (95% CI=2.12, 2.83). A sensitivity
analysis for the control group of people without mental illness
diagnoses yielded an SMR of 1.08 (95% CI=1.04, 1.12). With regard
to baseline socioeconomic status factors, BPD individuals with the
lowest premium level had an SMR of 3.00 (95% CI=2.68, 3.33). For
participants whose premium levels were NTD 17 281-36 300, 36 301—
72 800 and >72 801, the SMRs were 3.01 (95% CI=2.54, 3.54), 2.29
(95% CI=1.28, 3.77) and 2.07 (95% CI=0.25, 7.48) respectively.
More notably, the mortality risk of bipolar disorder participants from
low-income households was over five times higher than the general

80 -

70 1

Probability without hospitalisation (%)

60 -

0 200 400 600 800 1000

Time to the 1* hospitalisation (Days)

———Above 72801 NTD ~ ====+ Between 36301 NTD to 72800 NTD
~—— Under 17280 NTD Between 17281 NTD to 36300 NTD

Fig. 1. Socioeconomic status groups and time to the first hospital treatment.
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Table 2 Factors predicting hospital treatment in 1-year, 2-year and 3-year follow-up

14

1-year follow-up

2-year follow-up 3-year follow-up

EXp(p) 95% Cl EXp(B) 95% Cl EXp(B) 95% Cl

Age 0.993 (0.990, 0.997)** 0.993 (0.990, 0.996)** 0.993 (0.989, 0.996)**
Gender

Male v. female 1.115 (1.021, 1.218)* 1.129 (1.038, 1.227)* 1.141 (1.052, 1.238)*
Low-income household

Yes v. no 1.429 (1.152, 1.771)* 1.430 (1.163, 1.758)* 1.461 (1.196, 1.785)**
Insurance premium?

Level (1) v. Level (4) 2.100 (0.870, 5.069) 2.572 (1.066, 6.205)* 2.837 (1.176, 6.842)*

Level (2) v. Level (4) 1.871 (0.774, 4.522) 2.264 (0.937, 5.466) 2473 (1.024, 5.969)*

Level (3) v. Level (4) 1.723 (0.701, 4.233) 2147 (0.877, 5.257) 2.366 (0.967, 5.786)
Urbanisation level®

Level (1) v. Level (7) 0.951 (0.804, 1.123) 0.953 (0.813, 1.118) 0.948 (0.812, 1.108)

Level () v. Level (7) 0.941 0.797, 1.111) 0.956 (0.816, 1.120) 0.960 (0.822, 1.120)

Level (3) v. Level (7) 0.924 (0.769, 1.112) 0.947 (0.795, 1.129) 0.940 (0.792, 1.115)

Level (4) v. Level (7) 0.997 (0.831, 1.197) 0.995 (0.836, 1.185) 1.008 (0.850, 1.195)

Level (5) v. Level (7) 1.215 (0.859, 1.720) 1.262 (0.909, 1.751) 1.294 (0.941, 1.778)

Level (6) v. Level (7) 1.002 (0.771, 1.302) 1.019 (0.793, 1.308) 1.061 (0.833, 1.351)
Clinical setting at index visit

OPD V. in-patient 0.051 (0.044, 0.058)** 0.059 (0.052, 0.067)** 0.063 (0.056, 0.072)**

ER v. in-patient 0.842 (0.718, 0.987)* 0.813 (0.696, 0.948)* 0.797 (0.683, 0.928)*
Physician type at index visit

Psychiatrist v. non-psychiatrist 5.741 (4.911, 6.711)** 4.975 (4.302, 5.753)** 4.743 (4.117, 5.463)**
Catastrophic card

Yes V. no 1.456 (1.318, 1.609)** 1.531 (1.393, 1.683)** 1.563 (1.425, 1.714)**
Initial diagnosis codes

296.0 v. 296.7 1.575 (1.329, 1.868)** 1.640 (1.399, 1.922)** 1.652 (1.415, 1.928)**

296.1 V. 296.7 1.658 (1.370, 2.007)** 1.632 (1.359, 1.958)** 1.641 (1.373, 1.961)**

296.4 v. 296.7 1.848 (1.594, 2.143)** 1.885 (1.638, 2.169)** 191 (1.666, 2.192)**

296.5 v. 296.7 1.012 (0.854, 1.200) 0.998 (0.851, 1.172) 1.023 (0.876, 1.195)

296.6 v. 296.7 1.131 (0.934, 1.368) 1.144 (0.958, 1.367) 1.169 (0.984, 1.389)
Total healthcare costs in the preceding year 1.001 (1.000, 1.001)** 1.001 (1.000, 1.007)** 1.001 (1.000, 1.001)**
(in 1000 NTD)

Note: Other adjusted variables (not shown here) in the Cox regressions included comorbid physical and mental illnesses over the 12-month pre-index period.
OPD, out-patient department; ER, emergency room; Cl, confidence interval; NTD, New Taiwan Dollar.
a. Insurance premium was classified into four different levels: Level (1): Under 17 280 NTD; Level (2): Between 17 281 NTD and 36 300 NTD; Level (3): Between 36 301 NTD and 72 800

NTD; Level (4): Above 72 801 NTD.

b. Urbanisation was classified into seven different levels: Level (1): Metropolitan city; Level (2): City; Level (3): Developing city; Level (4): Town; Level (5): Ageing population town; Level (6):

Agricultural town; Level (7): Rural area.
*P<0.05, **P<0.001.

population (SMR for low-income males=5.51, 95% CI=3.21, 8.81;
SMR for low-income females=6.47, 95% CI=2.96, 12.28; Table 4).

Discussion

Based on a nationally representative sample of participants with
newly diagnosed BPD, the current study has provided evidence of
the negative impacts of socioeconomic deprivation on longitudinal
outcomes of hospital treatment and mortality. It also provided the
rarely available data concerning the associations between baseline
socioeconomic status measurements and total healthcare costs
over the consecutive 3 years. This is the first study specifically
addressing the effects of baseline socioeconomic status measure-
ments at both personal and household levels on outcomes of
hospital treatment, excess mortality and total healthcare costs of
participants with newly diagnosed BPD.

The current results indicated the presence of differential
associations between BPD patients’ hospital treatment, healthcare
costs and baseline socioeconomic status measurements at personal
and household levels. Briefly, the individual’s baseline premium
level (as a proxy for personal socioeconomic status) predicted
hospital treatment but not total healthcare costs in the following
years. Contrarily, low-income household (as a proxy for family
socioeconomic status) predicted both hospital treatment and total
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healthcare costs in the following years. In keeping with past
studies showing that BPD participant’s premorbid functioning
best predicts future outcome,® our results suggested that the
higher baseline premium levels, roughly correlated with better
premorbid occupational functioning of the affected individuals,
the lower the likelihoods of being hospitalised in the second and
third years after the index date. However, only household income
(but not the affected individual’s baseline premium level)
predicted the individual’s total healthcare costs, implying that
the family level index may be the better socioeconomic status
measurement in this context, which reflects the collective financial
and social resources available to the affected individual to
consume. From the perspective of healthcare providers, indivi-
duals from low-income households may place a greater burden on
medical resources probably because of lack of alternative
resources, which underlines the need to address inequalities and
the importance of resources reallocation. If other family and social
costs are taken into consideration, whether bipolar disorder
individuals across socioeconomic groups differ in the costs to
the society remains to be determined.

The higher rates of hospital treatment and the over five times
higher SMR in bipolar disorder individuals from low-income
households correspond with the poverty-related barriers to health-
care.”? Although unaffordable insurance premiums or copayments
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Table 3 Factors predicting total healthcare costs in the second

and third year after index diagnosis

First-year healthcare
utilisation pattern?
Hospital treatment
v. OPD 4-6
OPD >7 v. OPD 4-6

Exp(p)

Second-year costs

2.267 (2.068, 2.485)**

1.242 (1.168, 1.32)**

Third-year costs

2.192 (1.998, 2.406)**

1.177 (1.106, 1.253)**

Age

1.01 (1.008, 1.012)**

1.009 (1.007, 1.011)**

Gender
Male v. female

1.053 (1.001, 1.107)*

1.095 (1.040, 1.153)*

Low-income
household
Yes V. no

1.883 (1.642, 2.160)**

1.480 (1.285, 1.703)**

Insurance premium®
Level (1) v. Level (4)
Level (2) v. Level (4)
Level (3) v. Level (4)

1.072 (0.822, 1.398)
0.936 (0.716, 1.222)
0.783 (0.594, 1.033)

0.959 (0.729, 1.262)
0.878 (0.666, 1.157)
0.821 (0.617, 1.094)

Urbanisation level®
Level (1) v. Level (7,

()
Level (2) v. Level (7)
Level (3) v. Level (7)
Level (4) v. Level (7)
Level (5) v. Level (7)
(7)

Level (6) v. Level (7

1.125 (1.021, 1.241)*
1.143 (1.037, 1.260)*
1.053 (0.946, 1.173
1.108 (0.994, 1.236
1.082 (0.866, 1.350
(

)
)
)
)
)
1.015 (0.862, 1.195)

1.108 (1.003, 1.224)*
1.141 (1.033, 1.267)
1.083 (0.970, 1.210)
1.162 (1.039, 1.299)*
1.363 (1.084, 1.713)*
1.101 (0.932, 1.307)

*

Clinical setting at
index visit
OPD V. in-patient
ER v. in-patient

1.107 (1.003, 1.221)*
1.334 (1.167, 1.526)**

1.238 (1.120, 1.368)**
1.331 (1.160, 1.528)**

Physician type at

index visit
Psychiatrist v.
non-psychiatrist

0.979 (0.914, 1.048)

0.936 (0.871, 1.006)

Catastrophic card

Yes v. no 1.534 (1.443, 1.630)**  1.506 (1.415, 1.603)**
Initial diagnosis codes

296.0 v. 296.7 1.041 (0.948, 1.143) 1.021 (0.927, 1.124)
296.1 v. 296.7 1.111 (0.991, 1.245) 1.065 (0.947, 1.198)
296.4 v. 296.7 1.094 (1.004, 1.191)* 1.101 (1.009, 1.201)*
296.5 v. 296.7 1.002 (0.921, 1.090) 0.956 (0.877, 1.042)
296.6 V. 296.7 1.045 (0.951, 1.150) 1.016 (0.921, 1.121)

( ) )

Total healthcare costs
in the preceding year
(in 1000 NTD)

1.003 (1.003, 1.003)**

1.003 (1.002, 1.003)**

Note: Other adjusted variables (not shown here) in the cost models included comorbid
physical and mental illnesses over the 12-month pre-index period.
OPD, out-patient department; ER, emergency room; Cl, confidence interval; NTD,

New Taiwan Dollar.

a. Study participants were grouped by first-year healthcare utilisation pattern for
treatment of BPD: hospital treatment, participants who had been admitted at
least once during the first year; OPD >7, participants who had not been
admitted and had >7 out-patient visits during the first year, OPD 4-6,
participants who had not been admitted and had 4-6 out-patient visits during

the first year.

b. Insurance premium was classified into four different levels: Level (1): Under 17 280
NTD; Level (2): Between 17 281 NTD and 36 300 NTD; Level (3): Between 36 301
NTD and 72 800 NTD; Level (4): Above 72 801 NTD.

¢. Urbanisation was classified into seven different levels: Level (1): Metropolitan city;
Level (2): City; Level (3): Developing city; Level (4): Town; Level (5): Ageing
population town; Level (6): Agricultural town; Level (7): Rural area.

*P<0.05, **P<0.001.

have been considered as barriers to effective healthcare, this is not
the major cause here because the exemptions of health insurance
premiums and copayments make all health services and treatments
in Taiwan essentially free for those from low-income households.
On the other hand, the presence of other barriers — lack of
knowledge or fear of stigma — may at least partly account for the
poorer outcomes of hospital treatment and excess mortality. For
instance, education levels and certain ethnic minorities have been
reported to be associated with stigma and adherence to treatments
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Table 4 Standardised mortality ratios

SMR? for death in
Participant group 2008-2011 (95% CI)
All BPD individuals 2.97 (2.71-3.24)*
Male 3.42 (3.04-3.82)*
Female 2.45 (2.12-2.83)*
BPD individuals from low-income households 5.80 (3.79-8.51)*
Male 5.51 (3.21-8.81)*
Female 6.47 (2.96-12.28)*
Participants without mental illness (sensitivity 1.08 (1.04-1.12)*
analysis)
Male 1.02 (0.98-1.07)
Female 1.18 (1.11-1.24)*
Cl, confidence interval.
a. Compared with Taiwan’s general population in 2009-2010.
*P<0.05.

in people with BPD.*>** Although lifestyle and health-related
behaviours have been considered major determinants of the
population distribution of health and disease, barriers such as
material constraints, and limited opportunities to take up health
promoting messages may further prohibit lower socioeconomic
groups to adopt a healthy lifestyle.>* Indeed, we found that those
from low-income households had more physical and mental
comorbidities in the current study cohort. Considering the well-
recognised associations between socioeconomic deprivation and
multimorbidity,?® these participants from low-income households
may suffer from increased morbidities, thus leading to a more
refractory disease course, poorer hospital treatment outcomes,
higher treatment costs and ultimately higher mortality rates. Special
care should be taken to address the unmet needs of de-stigmatisa-
tion and to enhance adherence as well as to reduce health-harming
behaviours for those who are socioeconomically disadvantaged.

Another plausible explanation for the differential outcomes
across socioeconomic groups with BPD may arise from potential
differences in the disease subtypes. For instance, family income
was shown to be associated with self-reported mood symptoms in
bipolar disorder individuals.*® More specifically, a subtype of BPD,
the lithium-responsive form, was reported to be associated with
higher socioeconomic status compared with those continuing to
relapse.®’ This subtype was linked to a strong family history®*>*?
and more likely to present with a non-rapid cycling course with
full remission between episodes.** In accordance with the afore-
mentioned study showing higher socioeconomic status of people
with lithium-responsive BPD,?' offspring of lithium responder
parents with BPD were also shown to be more socially successful
than those of lithium non-responders.>® Because many of the earlier
studies on socioeconomic status and risk for BPD examined samples
of participants who were mainly lithium-responsive BPD — during
the era when the diagnosis of BPD was used primarily for
individuals with classical presentation, lithium was reported to be
helpful for up to 80% of cases,® whereas in recent studies using
broad criteria, the benefit of lithium decreased tremendously,
ranging from non-existent’” to only 30%,°® the predominant
findings between higher socioeconomic status and risk of BPD in
earlier literature may be due, in part, to the over-representation
of lithium-responsive BPD. Future study to further elucidate the
socioeconomic status effects on outcomes in bipolar individuals of
different subtypes is warranted.

In people with BPD, younger age was ever reported to have
negative effects on the odds of remission* as well as re-hospital
treatment at longitudinal follow-ups.®” In agreement with pre-
vious findings, we found that younger age was associated with
higher odds of hospital treatment. We also found that male gender
predicted higher likelihoods of being hospitalised as well as higher
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total healthcare costs over the following years. Indeed, existing
evidence suggested that both young age and male gender
negatively affected adherence to treatment in individuals with
BPD.*” Additionally, we found a considerably higher SMR in
female patients with BPD who were from low-income households.
Although some evidence indicated a stronger association between
low socioeconomic status and high probability of multimorbidity
in women than in men,?® the extent to which the association
between socioeconomic status and excess mortality in females
with BPD could be attributed to this multimorbidity phenomenon
remains to be determined.

Strengths and limitations

The strengths of the current study included whole country
coverage, inclusion of bipolar disorder individuals diagnosed in
all clinical settings, longitudinal follow-up for consecutive 3 years,
examinations of socioeconomic status at both personal and
household levels and provision of the rarely available data on
the relationship between socioeconomic status, outcomes of
hospital treatment and mortality, as well as future healthcare
costs, which could be of great interest to both clinicians and policy
makers. By including only newly diagnosed BPD individuals, the
current study further minimised the bias in the baseline socio-
economic status because of illness-related social decline.

As service use data contained in the NHIRD includes only
health services provided by the NHI system in Taiwan, the
perspective of the current cost analysis was limited. In lack of
exact income data, we performed analyses based on the indivi-
dual’s insurance premium level. Use of proxy definition of death
was another limitation but the sensitivity analysis of SMR in a
control group of people without mental illnesses yielded a
reasonably similar death rate with that of Taiwan’s general
population. In effort to better assure for the validity of the BPD
diagnoses, we only recruited participants who had at least four
out-patient visits under diagnoses of BPD or at least one
admission because of BPD treatment within the first year in this
analysis. With the stringent criterion, we were able to identify a
group of bipolar disorder individuals with more definite clinical
diagnoses but the generalisability to those with a better illness
course or milder form of bipolar spectrum disorders is conse-
quently limited. Given the mean age of 44 years old, the study
participants might not be fresh cases who had never been
diagnosed or treated for BPD. It should be also borne in mind
that sample sizes of certain comparison groups were small, for
instance, only 264 BPD individuals were from low-income
households, which was a limitation.

In conclusion, the current study, with the design of exploratory
nature, suggests that socioeconomic deprivation in people with
BPD may be associated with poorer treatment outcomes, excess
mortalities and higher total healthcare costs based on a large
national database. Special care should be given to those with lower
socioeconomic status to improve participants’ health outcomes
with potential benefits of cost-savings in the following years.

Yi-Ju Pan, MD, PhD, Department of Psychiatry, Memorial Hospital, New Taipei City,
Taiwan, School of Medicine, National Yang-Ming University, Taipei, Taiwan; Ling-Ling
Yeh, PhD, Asia University, Taichung, Taiwan; Yu-Chun Chen, MD, PhD, School of
Medicine, National Yang-Ming University, Taipei, Taiwan, Department of Medical
Research and Education, National Yang-Ming University Hospital, Yilan City,

Taiwan; Kuei-Hong Kuo, MD, School of Medicine, National Yang-Ming University,
Taipei, Taiwan; Chin-Kuo Chang, PhD, Department of Psychological Medicine, King’s
College London (Institute of Psychiatry, Psychology, and Neuroscience), London, UK

Correspondence: Yi-Ju Pan, Department of Psychiatry, Far Eastern Memorial Hospital,
No. 21, Sec. 2, Nanya S. Rd., Banciao Dist., New Taipei City 220, Taiwan. Email:
panyiju0211@gmail.com

First received 24 Apr 2015, final revision 26 Oct 2015, accepted 8 Dec 2015

16

https://doi.org/10.1192/bjpo.bp.115.000810 Published online by Cambridge University Press

Funding

This study was supported by grants from the National Science Council of Taiwan (NSC-101-
2314-B-418-008) and Far Eastern Memorial Hospital, Taiwan (FEMH-101-2314-B-418-008;
FEMH-2015-C-011). The funding bodies played no role in study design, analysis or
interpretation of data in this paper.

Acknowledgements

This study is based in part on data from the National Health Insurance Research Database
provided by the National Health Insurance Administration, Ministry of Health and Welfare and
managed by National Health Research Institutes, Taiwan. The interpretation and conclusions
contained herein do not represent those of National Health Insurance Administration,
Ministry of Health and Welfare or National Health Research Institutes.

-

10

1

12

13

14

15

16

17

18
19

20

References

Tsuchiya KJ, Agerbo E, Byrne M, Mortensen PB. Higher socio-economic status of
parents may increase risk for bipolar disorder in the offspring. Psychol Med 2004,
34: 787-93.

Schoeyen HK, Birkenaes AB, Vaaler AE, Auestad BH, Malt UF, Andreassen OA,
et al. Bipolar disorder patients have similar levels of education but lower socio-
economic status than the general population. J Affect Disord 2011; 129: 68-74.

Keck PE Jr, McElroy SL, Strakowski SM, West SA, Sax KW, Hawkins JM, et al.
12-month outcome of patients with bipolar disorder following hospitalization for a
manic or mixed episode. Am J PSychiatry 1998; 155: 646-52.

Craig TJ, Grossman S, Mojtabai R, Gibson PJ, Lavelle J, Carlson GA, et al.
Medication use patterns and 2-year outcome in first-admission bipolar disorder
with psychotic features. Bipolar Disord 2004; 6: 406-15.

Tse S, Chan S, Ng KL, Yatham LN. Meta-analysis of predictors of favorable
employment outcomes among individuals with bipolar disorder. Bipolar Disord
2014, 16: 217-29.

Perlick DA, Rosenheck RA, Clarkin JF, Sirey J, Raue P. Symptoms predicting
inpatient service use among patients with bipolar affective disorder. Psychiatr
Serv 1999, 50: 806-12.

Carlson GA, Kotov R, Chang SW, Ruggero C, Bromet EJ. Early determinants of four-
year clinical outcomes in bipolar disorder with psychosis. Bipolar Disord 2012; 14
19-30.

Hoang U, Stewart R, Goldacre MJ. Mortality after hospital discharge for people
with schizophrenia or bipolar disorder: retrospective study of linked English
hospital episode statistics, 1999-2006. BMJ 2011, 343: d5422.

Wahlbeck K, Westman J, Nordentoft M, Gissler M, Laursen TM. Outcomes of
Nordic mental health systems: life expectancy of patients with mental disorders.
Br J Psychiatry 2011; 199: 453-8.

Lawrence D, Hancock K, Kisely S. The gap in life expectancy from preventable
physical illness in psychiatric patients in Western Australia: retrospective analysis
of population based registers. BMJ 2013; 346: f2539.

Stringhini S, Dugravot A, Shipley M, Goldberg M, Zins M, Kivimaki M, et al. Health
behaviours, socioeconomic status, and mortality: further analyses of the British
Whitehall I and the French GAZEL prospective cohorts. PLOS Med 2011; 8:
€1000419.

Woods SW. The economic burden of bipolar disease. J Clin Psychiatry 2000;
61 (suppl 13): 38-41.

Bebbington P, Ramana R. The epidemiology of bipolar affective disorder.
Soc Psychiatry Psychiatr Epidemiol 1995; 30: 279-92.

Martin JL, McLean G, Park J, Martin DJ, Connolly M, Mercer SW, et al. Impact of
socioeconomic deprivation on rate and cause of death in severe mental iliness.
BMC Psychiatry 2014; 14: 261.

National Health Insurance Administration. Enroliment and Underwriting [in
Chinese]. NHI, 2014 (http://www.nhi.gov.tw/Resource/webdata/Attach_14258_2_
97%E6%89%BF%EA%BF%9D-ch.pdf).

World Economic Outlook (WEO) data, IMF. Implied PPP (Purchasing Power Parity)
Conversion Rate. ECONSTATS, 2014 (http://www.econstats.com/weo/V013.htm).

Liu CY, Hung YT, Chuang YL, Chen YJ, Weng WS, Liu JS, et al. Incorporating
development stratification of Taiwan townships into sampling design of large
scale health interview survey. J Health Manage 2006; 4: 1-22.

McCullagh P, Nelder J. Generalized Linear Models. Chapman and Hall, 1989.

Desai PR, Lawson KA, Barner JC, Rascati KL. Identifying patient characteristics
associated with high schizophrenia-related direct medical costs in community-
dwelling patients. J Manag Care Pharm 2013; 19: 468-77.

Wu CY, Chen YJ, Ho HJ, Hsu YC, Kuo KN, Wu MS, et al. Association between
nucleoside analogues and risk of hepatitis B virus-related hepatocellular carci-
noma recurrence following liver resection. JAMA 2012; 308: 1906-14.


https://doi.org/10.1192/bjpo.bp.115.000810

21

22

23

24

25

26

27

28

29

30

Chang CK, Hayes RD, Broadbent M, Fernandes AC, Lee W, Hotopf M, et al. All-
cause mortality among people with serious mental illness (SMI), substance
use disorders, and depressive disorders in southeast London: a cohort study.
BMC Psychiatry 2010; 10: 77.

World Health Organization. The World Health Report - Mental Health: New
Understanding, New Hope. WHO, 2014 (http://www.who.int/whr/2001/en/).

Fleck DE, Keck PE Jr, Corey KB, Strakowski SM. Factors associated with
medication adherence in African American and white patients with bipolar
disorder. J Clin Psychiatry 2005; 66: 646-52.

Johnson FR, Ozdemir S, Manjunath R, Hauber AB, Burch SP, Thompson TR.
Factors that affect adherence to bipolar disorder treatments: a stated-preference
approach. Med Care 2007; 45: 545-52.

Macintyre S. The social patterning of exercise behaviours: the role of personal
and local resources. Br J Sports Med 2000; 34: 6.

Laaksonen M, Prattala R, Helasoja V, Uutela A, Lahelma E. Income and health
behaviours. Evidence from monitoring surveys among Finnish adults. J Epidemiol
Community Health 2003; 57: 711-7.

Khaw KT, Wareham N, Bingham S, Welch A, Luben R, Day N. Combined impact of
health behaviours and mortality in men and women: the EPIC-Norfolk prospective
population study. PLOS Med 2008; 5: e12.

Byberg L, Melhus H, Gedeborg R, Sundstrom J, Ahlbom A, Zethelius B, et al. Total
mortality after changes in leisure time physical activity in 50 year old men: 35 year
follow-up of population based cohort. BMJ 2009; 338: bé88.

Violan C, Foguet-Boreu Q, Roso-Llorach A, Rodriguez-Blanco T, Pons-Vigues M,
Pujol-Ribera E, et al. Burden of multimorbidity, socioeconomic status and use
of health services across stages of life in urban areas: a cross-sectional study.
BMC Public Health 2014; 14: 530.

Bauer M, Glenn T, Rasgon N, Marsh W, Sagduyu K, Munoz R, et al. Association
between median family income and self-reported mood symptoms in bipolar
disorder. Compr Psychiatry 2011; 52: 17-25.

https://doi.org/10.1192/bjpo.bp.115.000810 Published online by Cambridge University Press

31

32

33

34

35

36

37

38

39

40

Healthcare outcome and socioeconomic status among people with BPD

Eid L, Heim K, Doucette S, McCloskey S, Duffy A, Grof P. Bipolar disorder and
socioeconomic status: what is the nature of this relationship? Int J Bipolar Disord
2013; 1: 9.

Calabrese JR, Fatemi SH, Kujawa M, Woyshville MJ. Predictors of response to
mood stabilizers. J Clin Psychopharmacol 1996, 16: 245-31S.

Bowden CL. Clinical correlates of therapeutic response in bipolar disorder. J Affect
Disord 2001; 67: 257-65.

Ruzickova M, Turecki G, Alda M. Pharmacogenetics and mood stabilization in
bipolar disorder. Am J Med Genet C Semin Med Genet 2003; 123C: 18-25.

Duffy A, Alda M, Kutcher S, Cavazzoni P, Robertson C, Grof E, et al. A prospective
study of the offspring of bipolar parents responsive and nonresponsive to lithium
treatment. J Clin Psychiatry 2002; 63: 1171-8.

Schou M, Thomsen K. Lithium prophylaxis of recurrent endogenous affective
disorders. In Lithium Research and Therapy (FN Johnson): 3-85. Academic
Press, 1975.

Bowden CL, Calabrese JR, McElroy SL, Gyulai L, Wassef A, Petty F, et al.
A randomized, placebo-controlled 12-month trial of divalproex and lithium in
treatment of outpatients with bipolar | disorder. Divalproex Maintenance Study
Group. Arch Gen Psychiatry 2000, 57: 481-9.

Garnham J, Munro A, Slaney C, Macdougall M, Passmore M, Duffy A, et al
Prophylactic treatment response in bipolar disorder: results of a naturalistic
observation study. J Affect Disord 2007; 104: 185-90.

Hirschfeld RM, Cross CK. Epidemiology of affective disorders. Arch Gen Psychiatry
1982; 39: 35-46.

Berk M, Berk L, Castle D. A collaborative approach to the treatment alliance in

bipolar disorder. Bipolar Disord 2004; 6: 504-18.
OPEN
@ 080
BY NC ND

17


https://doi.org/10.1192/bjpo.bp.115.000810


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 0
  /ParseDSCComments false
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /Arial-Black
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialUnicodeMS
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /ComicSansMS
    /ComicSansMS-Bold
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /EstrangeloEdessa
    /FranklinGothic-Medium
    /FranklinGothic-MediumItalic
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Gautami
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /Haettenschweiler
    /Impact
    /Kartika
    /Latha
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LucidaConsole
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSansUnicode
    /Mangal-Regular
    /MicrosoftSansSerif
    /MonotypeCorsiva
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /MVBoli
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Raavi
    /Shruti
    /Sylfaen
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Tunga-Regular
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /Vrinda
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 200
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 200
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 400
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create PDFs that match the "Required"  settings for PDF Specification 4.01)
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


