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KEYWORDS Abstract We now realize that moderate to severe psoriasis takes a toll on the patient’s over-
Psoriasis; all health beyond the effects on the skin itself, and so we use quality of life (QOL) measures
Stigmatization; to assess how the individual perceives both the impact of disease and the response to treat-
Depression; ment. However, available instruments give us a cross-sectional assessment of QOL at a specific
Anxiety; moment, and we lack longitudinal studies of how a disease affects each and every aspect of

Coping behavior;
Comorbidity

a patient’s life over time-including physical and psychological wellbeing, social and emotional
relationships, vocational and employment decisions and how they change the individual’s out-
look. A new concept, cumulative life course impairment (CLCI), captures the notion of the
ongoing effect of a disease, providing us with a new paradigm for assessing the impact of pso-
riasis on QOL. Unlike conventional measurement tools and scales, which focus on a specific
moment in the patient’s life, a CLCI tool investigates the repercussions of disease that accumu-
late over a lifetime, interfering with the individual’s full potential development and altering
perspectives that might have been different had psoriasis not been present. The accumulated
impact will vary from patient to patient depending on circumstances that interact differently
over time as the burden of stigmatization, concomitant physical and psychological conditions
associated with psoriasis, coping mechanisms, and external factors come into play and are
modulated by the individual’s personality.

© 2013 Elsevier Espafa, S.L. and AEDV. All rights reserved.

PALABRAS CLAVE Discapacidad acumulada en el transcurso vital: la cicatriz de la psoriasis en la vida
Psoriasis; del paciente

gsetpl)gr(:?c,t)lnz.aaon, Resumen Hoy en dia se acepta que la psoriasis moderada-grave repercute de forma global en
Ansiedad; ? la salud del individuo mucho mas alla de la clinica cutanea, y se emPlean medidas de calidad de
T e vida relacionada con la salud (QoL) para evaluar tanto la afectacion percibida por el paciente
e lieEd] ’ como la respuesta de la misma al tratamiento. Sin embargo, las medidas de QoL disponibles

se refieren a un momento o periodo concreto de la vida del paciente, de forma transversal, y
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no disponemos de estudios longitudinales que evalUen en qué medida el impacto de la enfer-
medad va condicionando todas y cada una de las vertientes de la vida del paciente —bienestar
fisico, psicologico, relaciones sociales y emocionales, decisiones vocacionales y laborales, etc.-
modificando sus perspectivas. Para referirnos este impacto continuado y acumulativo se ha
introducido un nuevo concepto, que se conoce como discapacidad acumulada en el transcurso
vital (Cumulative Life Course Impairment [CLCI]) y constituye un nuevo paradigma de evalu-
acion del impacto de la psoriasis en la QoL del paciente. A diferencia de las medidas y escalas
convencionales, que focalizan la evaluaciéon en un momento o periodo concreto de la vida del
paciente, de forma transversal, en el CLCI se tiene en cuenta el impacto acumulativo que la
afectacion provocada por la psoriasis tiene longitudinalmente a lo largo de la vida del paciente,
interfiriendo con el maximo desarrollo potencial del paciente y con su perspectiva vital si la
psoriasis no hubiese existido. El resultado final sera distinto para cada paciente, en funcion de
las circunstancias que interactlien en cada momento, derivadas de la interaccion entre la carga
de la estigmatizacion, las comorbilidades fisicas y psicologicas asociadas a la enfermedad y de
las estrategias de afrontamiento y los factores externos que puedan intervenir, modulados por

los estilos de personalidad de cada paciente.
© 2013 Elsevier Espana, S.L. y AEDV. Todos los derechos reservados.

Psoriasis is a multifactorial disease with effects that go
beyond the physical symptoms to compromise the patients’
psychological and emotional wellbeing. The physical and
psychological impact of the condition, which has been
a subject of study for some decades, extends into all
areas of these patients’ lives, affecting both their personal
lives—emotional wellbeing, relationships, sexuality, and
leisure activities—and their relationships with others—work,
social life, family, and financial status.’'° To date, studies
in this area have focused on quality of life (QOL), quanti-
fying the impact of psoriasis using cross-sectional data—in
many cases retrospective—to provide a profile of the dis-
ease burden at a specific point in the patient’s life. What
this method does not take into account is the progressive
impairment these patients accumulate over the course of
their lives.'"'? Recently, a new approach—called cumula-
tive life course impairment (CLCI)—has been proposed as a
way to take into account the cumulative effect of psoriasis
and the way physical and psychological comorbidities and
the stigma associated with the symptoms of the condition
progressively affect the patient’s life over time.

The concept of CLCI as described in this article arose from
the work of an international committee of dermatologists,
psychologists, and experts in psychometrics undertaken to
develop a multidisciplinary approach to the management of
psoriasis. The concept, which had already been applied in
other disciplines, such as medical psychology and sociology,
is based on analysis of the mechanisms and interconnections
that influence the life course of patients who have a chronic
disease and explores how protective factors and risk factors
interact throughout the course of the disease. CLCI has been
used in numerous chronic diseases.’*~"? The ultimate goal of
this approach is to achieve a better understanding of the
overall cumulative impact of psoriasis, helping to identify
individuals who are more vulnerable to this cumulative dam-
age, and facilitating more appropriate treatment decisions
tailored to the needs of each individual."

The concept of CLCI takes into account the cumulative
impairment acquired by the psoriasis patient over a life-
time. The purpose of this concept, which has only recently
been applied to the management of psoriasis, is to reflect
the chronic nature and cumulative effects of the disease as
well as the well-known repercussions, including stigmatiza-
tion and numerous physical and psychological comorbidities.
The concept of CLCI also incorporates other important com-
ponents, factors that can play a moderating role or make the
patient less vulnerable to such impairment. These include
external factors (for example, a supportive environment),
coping strategies, and personality style. The interaction
between all these factors could explain the variations we
observe between patients and how each individual experi-
ences life with psoriasis.

Asillustratedin Fig. 1, CLCl is the cumulative result of the
balance between (A) the burden of the physical and psycho-
logical comorbidities and stigma associated with psoriasis
and (B) the external factors and coping strategies modu-
lated by the patient’s personality. The relative weight of
each of these components in each individual explains the
inconsistencies we see in how different patients experience
psoriasis of similar severity. Assessment of these components
can also help us to determine each patient’s vulnerability to
the impact and detrimental effect of the disease (Fig. 1).

The negative impact of this cumulative impairment on
different areas of the patients’ lives is progressive and influ-
ences its course, undermining their aspirations and personal
fulfillment and influencing major life-changing decisions
that will mark their identity as well as their personal, pro-
fessional, social, and family development. Patients with
psoriasis believe that their lives would have been substan-
tially different without the chronic and visible impact of the
disease. This cumulative impairment over time can prevent
patients from achieving their personal life goals and sub-
stantially alter the course of their lives. In such cases their
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life with psoriasis is different than what it might have been
if they had not had the disease. '

The impact of a chronic disease on major life-changing
decisions has been studied in a number of medical
specialist fields, including cardiology, pulmonology (cys-
tic fibrosis), endocrinology (diabetes), nephrology, and
rheumatology.'’-? Bhatti et al.,??"2* who studied this aspect
in the dermatological setting, have reported that patients
with psoriasis believe that their condition has had an
influence on major decisions. Some 66% reported that it
influenced their choice of career, 58% their choice of work,
52% their personal relationships, 44% their education, 22%
their decision about whether to have children, and 20% the
decision to take early retirement.?*-%

In any analysis of these results, it is important to bear in
mind that most life-changing decisions—such as the choice

of a college major or job or the decision to establish a cou-
ple or to have children—are made in adolescence and early
adulthood.”? If the onset of psoriasis coincides with a criti-
cal period or a particularly vulnerable phase in the patient’s
life (adolescence or early adulthood) and a time when major
life-changing decisions are taken, the impairment caused
by psoriasis will be more likely to influence these decisions
and the patient will be at higher risk for CLCI. Patients who
develop psoriasis later in life, between the ages of 40 and
50, tend to be less vulnerable because at this stage in their
lives they have already made these major decisions.?3~2¢
One question that arises in any discussion of CLCI is
the difference between this concept and the more well-
known concept of QOL. The answer lies in the individual
dynamic and holistic complexity of each patient. While QOL
tools assess the patient’s life at a single point in time or
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over a specific period, the aim of CLCI is to go beyond
this limitation: using a broad and holistic perspective, CLCI
investigates the progressive, cumulative nature of the often
irreversible deterioration caused by the disease over time,
giving rise to impairment that may reduce the patient’s abil-
ity to achieve his or her full potential in life. While QOL has
3 dimensions (physical, social, and psychological), the CLCI
concept incorporates additional aspects and integrates them
into a comprehensive and holistic view of the patient. While
QOL tests can generate similar data for different patients,
CLCl is always individual and specific to each patient, as is
each life journey. At the same time, we should also men-
tion 2 of the principal limitations inherent in this concept:
CLCl is difficult to quantify and the cumulative impairment
is largely irreversible.

The components of CLCI include certain classic, well-
known, and much studied factors for which empirical
evidence exists, such as stigmatization and physical and psy-
chological comorbidities. To these are added other aspects
that have not yet been studied as much, including coping
strategies, psychosocial support received, and the under-
lying personality traits of the patient, all of which can be
moderating factors.

The chronic nature, visibility, and symptoms of pso-
riasis (for example, itching) have a considerable impact
on the patient’s life, which is even greater if the skin
disease is accompanied by other physical comorbidi-
ties, such as psoriatic arthritis, Crohn disease, metabolic
syndrome (myocardial infarction, hypertension, diabetes,
dyslipidemia, obesity), or cardiovascular disease. Of these
comorbidities, only obesity tends to manifest in adolescence
or early adulthood, when it may generate physical and psy-
chosocial problems that coincide with major life-changing
decisions, and it can therefore exacerbate CLCI. The other
comorbidities tend to appear later, but they significantly
increase the disease burden on affected patients, further
compromising their physical health and even increasing mor-
tality.

Another important component of CLCI is the role of
stigmatization: numerous studies and experience in clinical
practice show that patients with a disease, such as pso-
riasis, that has visible symptoms may develop feelings of
stigmatization and rejection.”’-? According to the defini-
tion of stigma, patients with psoriasis have visible lesions
on their skin that lead them to be included in a social cate-
gory whose members produce a negative response in others
and are rejected by people not affected by such disease.

Feelings of stigmatization are confirmed in certain social
situations when the lesions are visible to others (swimming
pool, gym, beach). In such situations the patient may be
closely observed or even asked to leave the premises or pub-
lic facilities.? In some patients, such experiences generate 2
types of behavior: first, the patient closely monitors the atti-
tude of others and becomes hypersensitive to observation;
second, these patients tend to anticipate rejection—that is,
they avoid exposure to situations where they may be subject
to the inspection of others. These reactions condemn the
patient to a gradual and significant withdrawal from society.

The visibility of the lesions also has a negative effect
on the patient’s body image, and this, together with the
feelings of stigmatization and experiences of social rejec-
tion, leads to low self-esteem, feelings of inferiority, a

lack of confidence, and consequently decreased emotional
wellbeing.?3°

This withdrawal from social activities compounded by the
psychological and emotional symptoms (low self-esteem and
poor self-image) inevitably reduces the patient’s contact
with the world, leading to a deterioration in personal and
social relationships, lost job opportunities, and inhibitions
in intimate and sexual relationships.>*3%3" The individual
gradually starts to feel less worthwhile in terms of both
self-esteem and their relationships with others; this in turn
causes further withdrawal from society and further deple-
tion of the ego.

Feelings of low self-esteem and personal and social with-
drawal caused by stigmatization can precipitate the onset
of psychological comorbidities, such as symptoms of anxi-
ety and depression, in response to the situation the patient
feels exposed to because of psoriasis. Feelings of anxiety
or sadness may occur as isolated symptoms that interfere
with the patient’s performance and generate clinically sig-
nificant distress, but they can also progress to full mental
illness. In such cases, we encounter problems such as adap-
tive disorders, mood disorders (depressive or dysthymic
disorder), anxiety disorders (generalized anxiety disorder,
social phobia), and disorders caused by the consumption
or abuse of alcohol or other intoxicants. Numerous authors
have reported psychological symptoms—including anxiety,
depression, social phobia and even suicidal ideation—in
patients with psoriasis.3?~3°

Since they are a response to the chronic presence of
psoriasis, anxiety and sadness persist over time, some-
times reaching pathological levels and producing behavioral
changes.®® First, emotional disturbances may contribute
to the exacerbation or worsening of psoriasis flares.®
Second, we know that the emotional disturbances cause
behavioral changes, for example decreased adherence to
treatment,?® and also increase the risk of inappropriate
health-compromising addictive behaviors, including the con-
sumption and abuse of alcohol.’>*' The prevalence of
alcoholism is higher among patients with psoriasis than in
the general population, and alcohol consumption increases
the severity of the disease.” There is evidence of a correla-
tion between anxiety disorders and depression and a higher
incidence of alcohol problems in patients with psoriasis.

The concept of CLCI takes into account the stigmatization
and physical and psychological comorbidities that affect
many areas of these patients’ lives. For instance, psori-
asis has been shown to have a significant influence on
dating behavior and patients’ relationships with their part-
ners because of the emotional problems it provokes (people
who do not feel good about themselves are unlikely to feel
good with someone else) and also due to the constraints
imposed by the disease on family activities, a factor that
might explain the higher divorce rate among these patients
reported in some studies.®’ Patients report that psoriasis
gives rise to difficulties or has a negative impact on inti-
mate sexual relationships, especially when there is genital
involvement.*
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Another area that can be affected is the patient’s social
and financial wellbeing; it has been observed that patients
with psoriasis encounter difficulties in finding or keeping a
job because of their low productivity and the loss of working
time (days or hours) to accommodate treatments or because
of flares. All these problems limit their chances of perform-
ing well in a job and therefore of securing and retaining
properly paid employment.?-'%** Low income can in turn
lead to poor dietary habits (promoting obesity) and poor
adherence to treatment due to financial problems, and these
outcomes may further exacerbate or hinder the manage-
ment of the disease.

Cross-sectional studies indicate that psoriasis is asso-
ciated with feelings of stigmatization and with physical
and emotional comorbidities, all of which eventually influ-
ence the social and economic development of these
patients.®'® The concept of CLCI allows the clinician to
analyze how these factors—traditionally measured by way
of cross-sectional surveys—produce long-term cumulative
impairment that has a detrimental effect on the lives and
development of the potential of all our patients. CLCI also
helps us to evaluate the role of coping strategies and exter-
nal determinants (e.g. family and social support) as factors
that moderate this cumulative impairment.'"?

Clearly, individuals will develop defense mechanisms to
protect themselves against the aggression posed by psori-
asis. Patients with ineffective coping strategies and those
who have little or no social support will be more severely
affected by any difficulty, stressful experience, or deteriora-
tion in their condition, however slight this may be. Patients
who have a positive attitude and a good social support net-
work, on the other hand, will tend to minimize the impact of
any symptoms or problems caused by psoriasis, even when
these are significant or their condition is in fact severe. This
observation goes some way to explain why individuals with
mild psoriasis may develop severe psychological symptoms,
while others with more severe disease in terms of the extent
of their lesions and the need for systemic treatment may
not report the same high level of impact on their lives;
the patient’s experience depends on the effectiveness of
their coping style and the positive role played by their social
support network.*>-4

Coping strategies—a key moderating factor in CLCl—are
influenced by the patients’ coping styles (the way they adapt
to and confront their illness) and their beliefs about psoria-
sis: the concept and symptoms of the disease (identity), its
etiology (causes) and effects (consequences), the duration
and stages of psoriasis and its treatment (timelines), and
the degree of control they exercise over the disease and the
flares (controllability). These coping strategies are in turn
conditioned by each patient’s personality.*

The importance of coping strategies and personality
styles in psoriasis has been demonstrated by a number of
studies. A study by Scharloo et al.* showed that patients’
coping strategies and their perception of their condition
account for the variability observed in clinical outcomes,
with patients who have higher levels of perceived control
and better emotional expression skills having better health

outcomes over the course of a year than those who use pas-
sive and avoidant coping behaviors. In a follow-up study of
patients treated for psoriasis, Kupfer et al.“® found that
the symptom-free interval was longer in patients with a
high sense of coherence (a personality style that helps the
individual to deal with stressful situations and adapt to cir-
cumstances) than in those with a low sense of coherence.

Passive or negative coping strategies, such as fatalism,
denial, hopelessness, helplessness, or the repression of emo-
tions, have been associated with a greater presence of
symptoms and emotional disorders. Some of these maladap-
tive strategies can initially relieve anxiety and distress, but
in the long term they are counterproductive; for example,
avoidance of social situations can reduce anticipatory anxi-
ety in the short term, but over time this strategy will lead to
patient isolation and progressive social withdrawal. Avoid-
ance of the issue also has a negative impact on adherence
to treatment, which in turn leads to a worsening of the skin
disease, creating a vicious circle that further accentuates
the patient’s social isolation.

The importance of these factors is confirmed by the
outcomes of cognitive-behavioral therapy in patients with
psoriasis. The addition of such therapy to dermatologic
treatment changes the patient’s perception of their disease,
provides appropriate coping strategies for each individual
depending on their age and situation, and reduces psycho-
logical symptoms and consequently the clinical severity of
psoriasis. 4

In each case, the outcome is ultimately determined by
the interaction of psychological factors, physical comor-
bidities, and feelings of stigmatization moderated by the
patient’s coping strategies and personality style. Obviously,
these factors are not stable and will vary depending on the
time of life of the patient, and it is this variation that will
determine the patient’s greater or lesser risk of vulnera-
bility to cumulative impairment due to psoriasis. In other
words, a patient may function well during a particular period
even with severe psoriasis if they have strong social sup-
port, good coping strategies, and they do not experience
social stigmatization. On the other hand, a patient with mild
psoriasis may experience situations of stigmatization, expe-
rience intense anxiety, and lack adequate family and social
support; in such cases the patient is at high risk for CLCI."?

Full implementation of the CLCI concept allows the clini-
cian to go beyond the fixed, one-off, and incomplete picture
provided by quality-of-life questionnaires to analyze how
factors such as stigma or physical and psychological comor-
bidities, traditionally measured using a cross-sectional
methodology, gradually produce cumulative impairment
over time in all these patients, hindering the development
of their full life potential and influencing the major deci-
sions that will shape their future lives. It can also help us to
determine the role played by the factors that moderate this
cumulative impairment, such as coping strategies (adaptive
or maladaptive) and external factors, for example family
and social support. As an analogy, CLCl allows us to read each
individual’s personal and psychosocial ‘‘black box’’, which is



Cumulative Life Course Impairment: The Imprint of Psoriasis on the Patient’s Life 133

strongly influence by their disease. Thus, it could allow us to
ascertain to what extent psoriasis has contributed to shap-
ing the person the patient has become. If we had access to
the unique chain of psychosocial events determined by pso-
riasis that have affected the life of a particular individual,
it seems likely that we could establish the importance of
a proactive approach from the point of view of both medi-
cal treatment and psychological interventions—individual or
group therapy—that would help the patient to cope more
successfully with their condition.

At this point, we can clearly see the major limitation of
CLCI. Even when we fully understand the concept and its
implications for the life of each patient and the treatment
of their condition, the fundamental question remains. How
can we evaluate CLCI? What parameters should we use? At
present there is no validated instrument for quantifying or
assessing CLCI, although some proposals have been made.
Warren et al.'? undertook a series of interviews to qualita-
tively identify patients’ CLCI by analyzing each individual’s
history of the course of their psoriasis and its impact on their
lives. They observed that, although all the factors identified
using the theoretical model exist to varying degrees in all
these patients, the interaction of the components creates an
individual profile of accumulated impairment in each case.

Awareness among dermatologists of the concept of CLCI
and its implications would not only help them to identify
and understand their patients vulnerability to such impair-
ment and allow them to address risk factors at an early
stage, but would also make it possible to tailor treatment
to the individual and to foster improved treatment adher-
ence. Improved adherence to treatment and a stronger link
between dermatologist and patient would help the patient
to develop adaptive coping strategies and reduce common
negative behaviors, such as alcohol consumption or avoid-
ance of social situations. It would also ensure that patients
would receive prompt psychological care when they needed
help to deal with their psychological symptoms, and would
therefore improve the general wellbeing of patients with
psoriasis.

Ethical Responsibilities

Protection of human and animal subjects. The authors
declare that no experiments were performed on humans or
animals for this investigation.

Confidentiality of data. The authors declare that they have
followed the protocols of their hospitals concerning the pub-
lication of patient data and that all patients included in this
study were appropriately informed and gave their written
informed consent.

Right to privacy and informed consent. The authors
declare that no private patient data are disclosed in this
article.

Funding

The authors have received no remuneration for writing this
article. No person other than the authors participated in the
writing or review of the text.

Conflicts of Interest

Sandra Ros and José Manuel Carrascosa have participated as
consultants in the discussion that gave rise to the concept of
CLCI as members of the CLCI Steering Committee, sponsored
by Abbott Laboratories.

References

1. Krueger G, Koo J, Lebwohl M, Menter A, Stern RS, Rolstad
T. The impact of psoriasis on quality of life. Arch Dermatol.
2001;137:280-4.

2. Weiss SC, Kimball AB, Liewehr DJ, Blauvelt A, Turner ML,
Emanuel EJ. Quantifying the harmful effect of psoriasis on
health-related quality of life. JAAD. 2002;47:512-8.

3. Kimball AB, Jacobson C, Weiss S, Vreeland MG, Wu Y.
The psychosocial burden of psoriasis. Am J Clin Dermatol.
2005;6:383-92.

4. Sampogna F, Gisondi P, Tabolli S, Abeni D. Impairment of
sexual life in patients with psoriasis. Dermatology. 2007;214:
144-50.

5. Meeuwis KA, de Hullu JA, van de Nieuwenhof HP, Evers AW,
Massuger LF, van de Kerkhof PC, et al. Quality of life and sex-
ual health in patients with genital psoriasis. Br J Dermatol.
2011;164:1247-55.

6. Frangos JE, Kimball AB. Divorce/marriage ratio in patients with
psoriasis compared to patients with other chronic medical con-
ditions. J Invest Dermatol. 2008;128:587.

7. Eghlileb AM, Davies EEG, Finlay AY. Psoriasis has a major sec-
ondary impact on the lives of family members and partners. Br
J Dermatol. 2007;156:1245-50.

8. Finlay AY, Coles EC. The effect of severe psoriasis on quality of
life of 369 patients. Br J Dermatol. 1995;132:236-44.

9. Schmitt JM, Ford DE. Work limitations and productivity loss
are associated with health-related quality of life but not
with clinical severity in patients with psoriasis. Dermatology.
2006;213:102-10.

10. Horn EJ, Fox KM, Patel V, Chiou CF, Dann F, Lebwohl M. Asso-
ciation of patient-reported psoriasis severity with income and
employment. J Am Acad Dermatol. 2007;57:963-71.

11. Kimball AB, Gieler U, Linder D, Sampogna F, Warren RB, Augustin
M. Psoriasis: is the impairment to a patient’s life cumulative? J
Eur Acad Dermatol Venereol. 2010;24:989-1004.

12. Warren RB, Kleyn CE, Gulliver WP. Cumulative life course
impairment in psoriasis: patient perception of disease-related
impairment throughout the life course. Br J Dermatol. 2011;164
Suppl 1:1.

13. Mayer CU. New directions in life course research. Annu Rev
Sociol. 2009;35:413-33.

14. Ben-Shlomo Y, Kuh D. A life course approach to chronic disease
epidemiology: Conceptual models, empirical challenges and
interdisciplinary perspectives. Int J Epidemiol. 2002;31:285-93.

15. Lynch J, Smith GD. A life course approach to chronic disease
epidemiology. Annu Rev Public Health. 2005;26:1-35.

16. Linder D. Cumulative life course impairment: Paving the way to
an extended life course approach in dermatology. Br J Dermatol.
2011;164 Suppl 1:v-vi.

17. Kuh D, Ben-Sholomo Y, editors. A life course approach to chronic
disease epidemiology. 2 nd ed Oxford: Oxford University Press;
2004.

18. Bhatti ZU, Finlay AY, Salek MS, Halcox JJ. The full impact of
chronic cardiovascular disease cannot be measured without an
assessment of life decisions. J Heart Dis. 2010;7:71.

19. Bhatti ZU, Finlay AY, Salek MS, Ketchell IR, Bolton CE. Chronic
respiratory diseases strongly influence major life changing deci-
sions. Thorax. 2009;64 Suppl IV:A75-174.


http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0005
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0010
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0015
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0020
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0025
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0030
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0035
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0040
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0045
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0050
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0095

134

S. Ros et al.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

Bhatti ZU, Finlay AY, Salek MS, George LD. Diabetes influence
on major life changing decisions: Should this be an area of con-
cern in management of patients? Diabet Med. 2010;27 Suppl 1:
1-36.

Bhatti ZU, Salek MS, Finlay AY, Jones SM. Better understand-
ing of influence of rheumatic disorder on major life changing
decisions. Ann Rheum Dis. 2010;69 Suppl 3:715.

Bhatti ZU, Finlay AY, Salek S. Chronic skin diseases influence
major life-changing decisions: A new frontier in health out-
comes research. Br J Dermatol. 2009;161:58-9.

Bhatti ZU, Salek S, Finlay AY. The influence of chronic skin
diseases on major life-changing decisions as a parameter
for the assessment of long-term impact. Br J Dermatol.
2010;163:39-40.

Bhatti ZU, Salek M, Finlay AY. Major life changing decisions and
cumulative life course impairment. JEADV. 2011;25:245-6.
Gelfand JM, Feldman SR, Stern RS, Thomas J, Rolstad T, Margolis
DJ. Determinants of quality of life in patients with psoria-
sis: A study from the US population. J Am Acad Dermatol.
2004;51:704-8.

Kimball AB, Gieler U, Linder D, Sampogna F, Augustin WRB.
Major life-changing decisions and cumulative life course impair-
ment. J Eur Acad Dermatol. 2011;25:245-6.

Ginsburg IH, Link BG. Psychological consequences of rejec-
tion and stigma feelings in psoriasis patients. Int J Dermatol.
1993;32:587-91.

Vardy D, Besser A, Amir M, Gesthalter B, Biton A, Buskila D.
Experiences of stigmatization play a role in mediating impact
of disease severity on quality of life in psoriasis patients. Br J
Dermatol. 2002;147:736-42.

Schmid-Ott G, Kiinsebeck HW, Jaeger B, Sittig U, Hofste N,
Ott R, et al. Significance of the stigmatization experience of
psoriasis patients: A 1-year follow-up of the illness and its
psychological consequences in men and women. Acta Derm
Venereol. 2005;85:27-32.

Koo J. Population-based epidemiologic study of psoriasis
with emphasis on quality of life assessment. Dermatol Clin.
1996;14:485-96.

Fortune DG, Richards HL, Kirby B, McElhone K, Main CJ, Griffiths
CE. Successful treatment of psoriasis improves psoriasis-specific
but not more general aspects of patients’ well-being. Br J Der-
matol. 2004;151:1219-26.

Gupta MA, Schork N. Suicidal ideation in psoriasis. Int J Derma-
tol. 1993;32:188-90.

Sampogna F, Picardi A, Chren MM, Melchi CF, Pasquini P, Masini C,
et al. Association between poorer quality of life and psychiatric
morbidity in patients with different dermatological conditions.
Psychosom Med. 2004;66:620-4.

34.

35.

36.

37.

38.

39.

40.

M.

42.

43.

45.

46.

47.

48.

Gupta MA, Gupta AK. Psychiatric and psychological comorbid-
ity in patients with dermatological disorders: epidemiology and
management. Am J Clin Dermatol. 2003;4:833-42.

Schaaf H, Eipp C, Deubner R, Hesse G, Vasa R, Gieler U. Psy-
chosocial aspects of coping with tinnitus and psoriasis patients.
A comparative study of suicidal tendencies, anxiety and depres-
sion. HNO. 2009;57:57-63.

Richards HL, Fortune DG, Griffiths CE. Adherence to treat-
ment in patients with psoriasis. J Eur Acad Dermatol Venereol.
2006;20:370-9.

McAleer MA, Mason DL, Cunningham S, O’Shea SJ, McCormick PA,
Stone C, et al. Alcohol misuse in patients with psoriasis: Iden-
tification and relationship to disease severity and psychological
distress. Br J Dermatol. 2011;164:1256-61.

Higgins EM, Peters TJ, Du Vivier AWP. Smoking, drinking and
psoriasis. Br J Dermatol. 1993;129:749-50.

Poikilainen K, Karvonen J, Pukkala E. Excess mortality related
to alcohol and smoking among hospital-treated patients with
psoriasis. Arch Dermatol. 1999;35:1490-3.

Kirby B, Richards HL, Masson DL, Fortune DG, Main CJ, Griffiths
CE. Alcohol consumption and psychological distress in patients
with psoriasis. Br J Dermatol. 2008;158:138-40.

Chaput J-C, Poynard T, Naveau S. Psoriasis, alcohol and liver
disease. Br Med J. 1985;291:25.

Sohn S, Schoeffski O, Prinz J, Reich K, Schubert E, Wal-
dorf K, et al. Cost of moderate to severe plaque psoriasis
in Germany: A multicenter cost-of-illness study. Dermatology.
2006;212:137-44.

Hill L, Kennedy P. The role of coping strategies in mediating sub-
jective disability in people who have psoriasis. Psychol Health
Med. 2002;7:261-9.

. Sharloo M, Kaptein AA, Weinman J, Bergman W, Vermeer BJ,

Rooijmans HG. Patients’ illness perceptions and coping as a pre-
dictors of functional status in psoriasis: A 1-year follow-up. Br
J Dermatol. 2000;142:899-907.

McCrae R, Costa PT. Personality, coping and coping effectiveness
in an adult sample. J Pers. 2006;54:385-404.

Kupfer J, Niemeier V, Brosig B, Pauli-Pott U, Karpinski G, Kiister
W, et al. Sense of coherence among psoriatic as a predictor of
symptom-free time following dermatological inpatient therapy.
Dermatol Psychosom. 2003;4:200-6.

Fortune DG, Richards HL, Kirby B, Bowcock S, Main CJ, Griffiths
CE. A cognitive-behavioral symptom management program as an
adjunct in psoriasis therapy. Br J Dermatol. 2002;146:458-65.
Fortune DG, Richards HL, Griffith CE, Main CJ, et al. Targeting
cognitive-behavior therapy to patients’ implicit model of pso-
riasis: Results from a patient preference controlled trial. Br J
Clin Psychol. 2004;43:65-83.


http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0105
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0110
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0115
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0120
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0125
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0130
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0135
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0140
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0145
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0150
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0155
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0160
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0165
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0170
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0175
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0180
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0185
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0190
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0195
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0200
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0205
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0210
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0215
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0220
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0225
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0230
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0235
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240
http://refhub.elsevier.com/S1578-2190(14)00035-3/sbref0240

	Cumulative Life Course Impairment: The Imprint of Psoriasis on the Patient's Life
	Introduction
	The Concept of Cumulative Life Course Impairment
	Cumulative Life Course Impairment: Moderating Factors
	What Are the Factors That Can Moderate CLCI?
	1 Advantages, Applications, and Limitations of CLCI
	Ethical Responsibilities
	Protection of human and animal subjects
	Confidentiality of data
	Right to privacy and informed consent

	Funding
	Conflicts of Interest
	References


