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a  b  s  t  r  a  c  t

Over  60%  of people  aged  over  65 are  affected  by  multiple  morbidities,  which  are  more  difficult  to  treat,
generate  increased  healthcare  costs  and  lead to poor  quality  of  life  compared  to  individual  diseases.  With
the number  of  older  people  steadily  increasing  this  presents  a societal  challenge.  Age  is  the  major  risk
factor  for age-related  diseases  and  recent  research  developments  have  led to the  proposal  that  phar-
macological  interventions  targeting  common  mechanisms  of  ageing  may  be able  to delay  the  onset  of
eywords:
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geing
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eroprotectors

multimorbidity.  Here  we  review  the  state  of  the  knowledge  of  multimorbidity,  appraise  the  available  evi-
dence  supporting  the  role  of  mechanisms  of  ageing  in  the  development  of  the  most  common  age-related
diseases  and  assess  potential  molecules  that may  successfully  target  those  key  mechanisms.

©  2016  The  Authors.  Published  by Elsevier  Ireland  Ltd.  This  is an open  access  article  under  the CC
BY-NC-ND  license  (http://creativecommons.org/licenses/by-nc-nd/4.0/).
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. Introduction

The number of people over the age of 65 is predicted to double
n the next 50 years with consequent increase in the incidence of
ge-related chronic diseases such as arthritis, type 2 diabetes, can-
er, osteoporosis, cardiovascular and neurodegenerative disorders
http://europa.eu/epc/pdf/ageing report 2015 en.pdf). As a result
he costs in long term care are set to sharply increase (http://europa.
u/epc/pdf/ageing report 2015 en.pdf). Up until now, research has
ocused predominantly on single diseases often with a focus on

ortality as the main endpoint. However, this approach may no
onger serve patients and society well (Tinetti et al., 2012; Smith
t al., 2012). Approximately 60% of people over 65 s have been
hown to have multimorbidity (Vogeli et al., 2007) i.e. the pres-
nce of more than 1 condition at the same time, and this is the main
actor responsible for decreased quality of life and increased health-
are costs (Fortin et al., 2007; Fortin et al., 2004; Wolff et al., 2002).
n addition, there is evidence that treatments, which are effective

hen patients present only one disease, become far less so in the
resence of multimorbidity and there is an increasing risk of seri-
us side effects associated with polypharmacy (Marengoni et al.,
014; Tinetti et al., 2004). Recently studies commissioned by the
opulation level commissioning for the future in the UK were set
p to assess the burden of multimorbidity and ways to improve
linical outcomes (http://www.nhsiq.nhs.uk/news-events/news/
opulation-level-commissioning-for-the-future.aspx). In agree-
ent with other healthcare providers worldwide, the outcome was

he urgent need to identify interventions which are holistic and
ove away from the single disease model (Tinetti et al., 2012).

In an attempt to fulfil this need, a new paradigm has been pro-
osed to devise interventions, which target common mechanisms
f ageing to delay the onset of more than one age-related disease
t the same time and focus not on mortality as endpoint per se but
ather on contraction of the period of morbidity before death, or
n other words, healthspan (Riera and Dillin, 2015). In this review

e aim to give a brief overview of the available evidences that this
ay  be a sound approach. We  will consider the understanding of
ultimorbidity in terms of clustering, predictive risks and common
echanisms of ageing and discuss priority areas for the discovery

f new targets.

. Multimorbidity

At present it is unknown whether multimorbidity is the result
f random chance, common risk factors, common mechanisms or
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

he result of side effects of particular treatments. Defining the eti-
logy of multimorbidity is particularly important in the decision of
hat mechanisms to target and for which group of diseases. What

s clear is that the prevalence of multimorbidity increases dramati-
 . . . .  . .  .  .  . . .  . .  .  . . . . . . .  . . . . .  . . .  . .  . . . . . .  . .  .  . . .  .  .  . .  . . .  .  .  .  . .  .  .  .  .  . . . .  . . . . .  .  . .  .  .  .  . .  00

cally with age and ageing is by far the strongest risk factor for many
chronic diseases (Barnett et al., 2012; Fabbri et al., 2015a). More-
over, patients with one disease have a higher risk of developing
multimorbidity than older individuals with no disease (Melis et al.,
2014). Fabbri et al., (2015c) proposed that ageing brings a dysreg-
ulation of multiple organ systems and when a certain threshold of
impairment is reached this is manifested in the onset of diseases
and their accumulation. They suggest that the onset of multimor-
bidity is a landmark for loss of resilience and homeostasis. If this
is the case, in order to implement strategies that slow the progres-
sion of ageing and the burden of multimorbidity it is necessary to
identify markers or risk factors which predict the onset of multi-
morbidity clusters (Fig. 1).

However, such approaches are still in their infancy. Attempts
to identify patterns of associated multimorbidity, where a group
of diseases occur together with a higher frequency than by chance
alone, have yielded inconsistent results due to the absence of stan-
dardization (van den Akker et al., 1998; Prados-Torres et al., 2014;
Marengoni et al., 2009; Schäfer et al., 2010). In particular, the lack of
a definition of what constitutes multimorbidity, in particular how
many conditions and which ones should be included in the defini-
tion, has made it difficult to compare findings across studies and
reach conclusion even on simple parameters such as incidence (Le
Reste et al., 2015; Fortin et al., 2012).

In an attempt to identify risk factors that predict the onset of
multimorbidity the InCHIANTI study and the Baltimore longitudi-
nal study of ageing have found that age-related proinflammatory
state such as elevated level of Interleukin-6 (IL-6), Tumor Necrosis
factor alpha receptor 2 (TNFAR2), Interleukin-1 Receptor Antag-
onist (IL-1RA) and decline in dehidroepiandrosterones (DHEAS)
were found to be associated with higher multimorbidity, rela-
tive to participants with normal level of the same markers. In
addition higher baseline IL-6 and steeper increase of IL-6 were asso-
ciated with increasing number of chronic diseases (Fabbri et al.,
2015a,b). Although encouraging, there is a pressing need for more
studies such as these in order to identify risks which are predic-
tive in individual patients rather than simply at the population
level.

As there are no specific clusters of diseases that have been shown
to be tightly associated in age-related morbidity, we  have consid-
ered the most prevalent diseases in the ageing population. We  focus
on cardiovascular (atherosclerosis), musculoskeletal (osteoporosis
and osteoarthritis), metabolic (Type 2 diabetes) and neurodegen-
erative (Alzheimer’s and Parkinson disease) disorders and review
the evidence for ageing mechanisms and key nodes common to all
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

these diseases. We  find evidence that processes related to inflam-
mation, autophagy, DNA damage and senescence are consistently
altered across all these disorders.
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Fig. 1. Schematic representation of the proposed sequence of events moving from age-related alterations to multimorbidity. The multi-system loss of reserve and function
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as  its origin in the biological determinants of the ageing process, and increases su
hen a certain threshold of impairment has been reached. The proposed optimal tim

rom  Fabbri et al., 2015c).

. Mechanisms of ageing

.1. Inflammation and senescence

Inflammageing has been described as a chronic state of low-
rade, inflammation that ensues with ageing (Franceschi and
ampisi, 2014). This persistent, non-resolved inflammation con-
ributes to tissue damage, which contrasts with the acute, transient,
atural response to pathogens that is required for the mainte-
ance of tissue homeostasis. There are multiple potential sources
f inflammageing, which are all potentiated by the concomi-
ant impairment of the immune system with ageing, termed
immunosenescence” (Frasca and Blomberg, 2015; Campos et al.,
014; Linton and Thoman, 2014; Macaulay et al., 2013). Immunose-
escence is associated with an increased susceptibility to infectious
isease, cancer and decreased response to vaccination (Chebel et al.,
009; Clambey et al., 2005; Plunkett et al., 2005, 2007; Reed et al.,
004; Weng, 2008), and is mainly thought to be a consequence
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

f repeated antigen exposure throughout life (Akbar and Henson,
011; Franceschi et al., 2007). Immunosenescence affects both the

nnate and the adaptive immune system (Frasca and Blomberg,
015; Akbar and Henson, 2011).
bility to chronic diseases. This phenomenon manifests clinically as multimorbidity
intervention is between multi-system loss of reserve and single morbidity (adapted

This repeated mild, chronic activation of the immune system
leads to a chronic secretion of inflammatory factors, which is ulti-
mately a hallmark of inflammageing itself. For example, chronic
exposure to viruses such as cytomegalovirus (CMV), namely
B-herpes virus HHV5, as well as endogenous, host-derived dam-
aged macromolecules, reactive oxidative species (ROS) and cell
debris lead to re-current activation and re-modelling of inflam-
matory networks (Franceschi and Campisi, 2014; Freeman, 2009;
Pawelec et al., 2010; Salminen et al., 2012). The inflammatory
networks have been shown to be mediated in vitro by activation
of NF-�B-mediated signalling networks, including transcription of
proinflammatory TNF-� (Prosch et al., 1995). Interestingly, NF-�B
signalling has both positive and negative effects as it is also required
as host defence mechanisms against CMV  replication (Eickhoff and
Cotten, 2005). Another source of inflammageing comes from micro-
bial components that reside in oral and gut cavities, which due
to immunosenescence and compromised integrity of the intestinal
barrier (Mabbott et al., 2015; Saffrey, 2014) leak into other tissues
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

and activate inflammatory networks, which will differ depend-
ing on the pathogen. Furthermore, the microbiome itself has been
shown to change dramatically with ageing, which may  also con-
tribute to inflammation (Biagi et al., 2010; Rampelli et al., 2013).

dx.doi.org/10.1016/j.mad.2016.09.009
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Over-time persistent sources of low-grade inflammation are
hought to lead to immune dysfunction, as both innate and adap-
ive ageing immune cells become incompetent in responding to
cute stimuli, including viral infections and decreased antibody
roduction in response to vaccination (McElhaney et al., 2012).
herefore, even though there is a chronic activation of the immune
nd inflammatory networks in the elderly, acute inflammatory
esponses and consequent immune protection are reduced (Frasca
nd Blomberg, 2015). The balance between pro-inflammatory and
nti-inflammatory cytokines is shifted during ageing. In particular,
nflammageing is characterised by an increase in proinflammatory
ytokines in the blood of aged people, namely IL-6 (Wikby et al.,
006; Giacconi et al., 2004), IL-8 (Zanni et al., 2003), IL-15 (Zanni
t al., 2003) and TNF-� (Bruunsgaard et al., 1999) and other inflam-
atory markers such as C-reactive protein (CRP), combined with

ecreased anti-inflammatory cytokines such as IL-10 (Frasca and
lomberg, 2015; Franceschi et al., 2007).

In addition, several lines of evidence now point to the accu-
ulation of senescent cells in aged tissues as a significant factor

ontributing to inflammageing (Freund et al., 2010). Cellular senes-
ence is a distinct state, initially identified by Hayflick in the
960’s (Hayflick, 1965), by showing that in vitro cultivated human
broblasts reached a replicative limit after approximately 50 cell
opulation doublings- termed “Hayflick’s limit”. This replicative

imit is caused by telomere shortening and eventual cellular dys-
unction, since human cells lose about 100 bp of telomere sequence
er cell doubling, in the absence of compensatory mechanisms
uch as activation of the enzyme telomerase (Bodnar et al., 1998;
arlseder et al., 2002). Critically short and dysfunctional telom-
res cause cells to stop dividing, resulting in either apoptosis or
n irreversible state of “dormancy” termed replicative, telomere-
ependent senescence. However, cellular senescence can also
e induced by telomere-independent mechanisms, such as by
ncogene-induced reactive oxidative stress (Chandeck and Mooi,
010), mitochondria dysfunction (Correia-Melo and Passos, 2015)
r through exogenous factors such as exposure to ionising radia-
ion, as is the case for radiotherapy treatments in cancer (Mirzayans
t al., 2013). Senescent cells do not divide, which means they
an no longer take part in the proliferative requirements of the
issue, but they are metabolically active. Such cells secrete sev-
ral tissue remodelling factors including matrix metalloproteinases
MMPs), proinflammatory cytokines and chemokines, termed the
enescence-Associated Secretory Phenotype (SASP) (Coppe et al.,
010).

In young, healthy tissues, senescent cells play a normal role
n wound healing, by recruiting tissue-resident immune cells that
ontribute to tissue healing and clearance of senescent and apop-
otic cells (Adams, 2009; Sagiv and Krizhanovsky, 2013). In ageing,
owever, this balance is somehow tipped, and senescent cells
ccumulate in tissues of different organisms including zebrafish
Henriques et al., 2013; Kishi, 2004), mice (Krishnamurthy et al.,
004), primates (Jeyapalan et al., 2007) and humans (Dimri et al.,
995). This means that aberrant accumulation of senescent cells
egatively impacts on tissue repair in both a cell autonomous,
y impaired proliferation, and in a non-cell-autonomous man-
er via SASP positively re-enforcing inflammageing (Ohtani and
ara, 2013). Moreover, adding to the complexity of this non-cell
utonomous positively re-enforcing network, recent data shows
hat senescent cells can induce senescence in adjacent cells in a
aracrine manner (Acosta et al., 2013). In particular, chronic inflam-
ation caused by NF-�B activation has been shown to lead to

elomere dysfunction and ageing phenotypes that were underlined
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

y an accumulation of senescence (Bernal et al., 2014; Jurk et al.,
014).

All factors contributing to inflammageing are further modulated
y the individual’s genetic background, where different single-
 PRESS
d Development xxx (2016) xxx–xxx

nucleotide polymorphisms (SNPs) in both the promoter of the
proinflammatory cytokine IL-6 (Giacconi et al., 2004; Fishman
et al., 1998; Olivieri et al., 2002) and IFN-γ (Lio et al., 2002a) as
well as anti-inflammatory IL-10 (Lio et al., 2002b), regulate the
individual’s susceptibility to inflammageing and morbidity. More
importantly inhibition of NF-�B as well selective removal of senes-
cence in premature ageing mouse models that suffer from chronic
inflammation (Osorio et al., 2012) or accumulation of senescence,
respectively (Baker et al., 2016), can significantly reduce ageing
phenotypes and improve health span (Baker et al., 2011), suggest-
ing a causal relationship between inflammation and ageing.

3.2. Oxidative stress

DNA damage (or genomic instability) is accumulated in our
tissues during ageing, contributing to loss of functionality and
regenerative capacity. During DNA replication errors may  occur as
a result of misincorporation of nucleotides opposite modified DNA
bases or by incorporation of modified nucleotides. Furthermore,
DNA is constantly exposed to damaging agents from both endoge-
nous and exogenous sources. If these lesions are not repaired they
can lead to mutations and result in cellular dysfunction including
uncontrolled cell proliferation, apoptosis or senescence. Thus, in
order to maintain the integrity of the genome, a complicated inte-
grated system of DNA repair pathways remove the vast majority of
the excess of deleterious lesions (Harper and Elledge, 2007; White
RyanÂ and Vijg, 2016; Hoeijmakers, 2009). However, DNA repair
may  occasionally fail or become limited due to an excess of DNA
damage resulting in DNA damage accumulation. In such situations
DNA damage is pathogenic and one of the most serious sequelae of
DNA repair deficiency is carcinogenesis.

Aerobic cellular metabolism is the primary source of endoge-
nous reactive oxygen species (ROS). Pathways and events that
produce ROS include mitochondrial and peroxisomal metabolism,
enzymatic synthesis of nitric oxide (NO), phagocytic leukocytes,
heat, ultraviolet (UV) light, therapeutic drugs, oxidizing agents,
ionizing radiation, and redox-cycling compounds. The reaction of
ROS with pyrimidines and purines produce a variety of different
DNA lesions (Cooke et al., 2003). Superoxide radicals are normally
dismutated by superoxide dismutase (SOD), to form the less reac-
tive hydrogen peroxide (H2O2) and O2. H2O2 is further converted
to H2O and O2 by catalase. SOD is present within mitochondria
(SOD2, Mn-SOD), cytoplasm (SOD1, CuZn-SOD) and extracellularly
(SOD3, EC-SOD) (Zelko et al., 2002). A large number of other factors
also contribute to cellular defence against ROS, for example argi-
nine, vitamins A, C, and E, thiols (glutathione), polyphenols (tea),
enzyme-bound minerals (selenium and zinc), and enzymes such as
glutathione reductase and glutathione peroxidases. All these are
important for preventing damage of amino acids, proteins, and
lipids (Fang et al., 2002).

Mitochondrial respiration is the major source of endogenous
ROS. Under normal physiological conditions electrons leak from
the electron transport chain converting about 1–2% of oxygen
molecules into O2

− (Boveris and Cadenas, 1975; Boveris, 1977;
Loft and Poulsen, 1996; Papa, 1996). Mitochondrial dysfunction can
lead to increased ROS production (Bai et al., 1999; Esposito et al.,
1999; Raha and Robinson, 2000) and the correct mitochondrial
function is important for to avoid accumulation of DNA mutation
in the mitochondrial DNA (Rasmussen et al., 2003; Karthikeyan
et al., 2002; Mandavilli et al., 2002). However, mitochondria are
not only involved in generation of oxidative damage they also have
an effect on repair of DNA lesions. It was shown that a human cell
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

line depleted of the mitochondrial genome showed impaired repair
of H2O2-induced DNA damage (Delsite et al., 2003). Pre-exposure
of human cells to H2O2 also suppresses DNA repair of alkylation
damage (Hu et al., 1995) suggesting that extensive oxidative dam-

dx.doi.org/10.1016/j.mad.2016.09.009
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ge inhibits cellular repair systems. One possible target could be
he mitochondrial DNA polymerase � since it was  shown that this
nzyme is a target of oxidative damage, which might result in
educed replication of the mitochondrial genome as well as attenu-
ted repair capacity (Graziewicz et al., 2002). Overall, these results
ndicate that optimal mitochondrial function is important for both
ptimal repair of oxidative DNA damage and prevention of oxida-
ive damage.

.3. Proteasome and lysosome

Proteins are continuously damaged by various intrinsic and
xtrinsic factors. Aggregation of damaged proteins depends on
he balance between their generation and their elimination
y protein degradation (Chondrogianni et al., 2014; Morimoto
nd Cuervo, 2014). This aggregation affects several intracellular
athways, results in the eventual failure of organism homeo-
tasis, which, in turn, associates with the appearance of several
egenerative diseases and ageing (López-Otín et al., 2013). The
biquitin-Proteasome-System (UPS) is responsible for the degra-
ation of normal as well as damaged proteins. Specifically, the 26S
roteasome consists of the catalytic 20S core and the 19S regula-
ory complex. Whereas the 20S complex confers the proteolytic
ctivities of the proteasome, the documented role of 19S is to
ecognize, unfold, de-ubiquitinate and control the entry of multi-
biquitinated substrates into the 20S proteasome (Finley, 2009;
eissman et al., 2011).
Many studies have shown a general decline of proteasome

ctivities in different aged tissues (Chondrogianni et al., 2015).
enescent human cells resulted in decreased levels of the �-
atalytic subunits that, in turn, result in lower proteasome content
nd activities in these cells (Chondrogianni et al., 2003). These
n vitro findings are supported by in vivo evidence. Specifi-
ally, Kasahara and colleagues have shown that transgenic mice
ngineered with decreased levels of chymotrypsin-like (CT-L) pro-
easome activity exhibit an accelerated age-related phenotype
Tomaru et al., 2012). In addition, proteasome activation obtained
y overexpressing the �5 subunit in different human cell lines
esulted in increased rates of proteolysis and cell survival follow-
ng treatment with various cytotoxic agents (Catalgol et al., 2009;
hondrogianni et al., 2005). Importantly, overexpression of the
5 subunit significantly extended lifespan in human primary cul-

ures (Chondrogianni et al., 2005). Moreover, recent comparative
tudies have reported that longer lived species have greater pro-
easome levels in immune cells and enhanced proteostasis relative
o shorter-lived species (Pickering et al., 2015; Pride et al., 2015).

In contrast to the substrate degradation specificity of the
roteasome, lysosomal degradation has a nearly unlimited degra-
ation capacity. Autophagy is a lysosomal bulk degradation process

nvolved in the clearance of long-lived proteins and organelles.
he mechanism for the delivery of cargo to the lysosomes gives
ise to the different forms of autophagy, namely macroautophagy,

icroautophagy and chaperone-mediated autophagy (Guo et al.,
012; Mijaljica et al., 2011; Orenstein and Cuervo, 2010). Lev-
ls of autophagy are under the tight control of multiple signal
ransduction pathways that are highly altered by various envi-
onmental signals (Chen and Klionsky, 2011; Levine and Kroemer,
008). The best characterised regulator of autophagy is the (mam-
alian) target of rapamycin (mTOR (Jung et al., 2010, 2009)).
TOR is, in turn, regulated by various pathways. For instance,

pon binding of insulin (or growth factors) to the insulin recep-
or, tyrosine kinases activate insulin substrate receptors that lead
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

o subsequent AKT activation and stimulation of mTOR activity
Lionaki et al., 2013). Specifically, AKT promotes mTORC1 activity
hrough multiple phosphorylation of TSC2, an upstream negative
egulator of mTORC1, and in turn mTORC1 downstream kinase
 PRESS
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S6K1 blocks PI3K via phosphorylation of IRS1 to complete the
negative feed-back loop. Another regulator is p53. Following acti-
vation by genotoxic or oncogenic stimuli, p53 transactivates several
autophagy inducers including DRAM1 (which operates through
JNK1 activation) and SESTRIN2 (which binds to the ternary complex
TSC1/TSC2-AMPK, inducing phosphorylation and activation of TSC2
by AMPK (Kroemer et al., 2010)). In this case, TSC2 is activated via
AMPK which means that mTORC1 signaling pathway is ultimately
involved. These intriguing data propose that there is a mechanis-
tic overlap between mTORC1 and p53 (Hay, 2008). Importantly,
genetic or chemical inhibition of p53 also activates autophagy
(Fleming et al., 2011). An additional level of autophagy control
occurs via the Beclin 1/VPS34 complex (Simonsen and Tooze, 2009;
Sinha and Levine, 2008). Notably the apoptosis-related proteins
BCL-2 or BCL-XL can bind Beclin 1 and inhibit autophagy (Lalaoui
et al., 2015). In contrast, serum levels of Beclin 1 are increased in
healthy centenarians (Emanuele et al., 2014).

Several studies suggest that the decline of lysosomal and
autophagic proteolytic activity during ageing correlates with the
accumulation of damaged proteins and organelles (Rajawat et al.,
2009; Rubinsztein et al., 2011). As a consequence, the loading
of lysosomes with lipofuscin during ageing, interferes with their
ability to fuse with autophagosomes and degrade their cargo
(Terman et al., 2007). Moreover a recent study highlights that
loss of chaperone-mediated autophagy accelerates proteostasis
failure during ageing (Schneider et al., 2015). Other work has
documented the reduced expression of essential components of
the autophagic machinery in different tissues during ageing and
age-related pathologies (Rubinsztein et al., 2011). For instance in
mice, the depletion of essential ATG proteins (key components
of autophagosomes) during the early postnatal period is lethal
(Levine and Kroemer, 2008). The age-associated phenotypes that
were observed in tissue-specific ATG deficient mice (i.e. increased
levels of oxidized proteins, accumulation of age-pigments into
lysosomes, ubiquitin-containing aggregates and malfunctioning
mitochondria) highlight the important role of autophagy during
ageing (Komatsu et al., 2005; Nakai et al., 2007).

Autophagy is also required for lifespan extension induced by
activation of sirtuins (Morselli et al., 2010). Several autophagy
proteins, such as ATG5, ATG7, and ATG8 that are known to be
major regulators of autophagy, are deacetylated by SIRT1 in a
NAD-dependent manner, while overexpression of sirt1 induces
autophagy (Lee et al., 2008). Moreover, overexpression of ATG5
not only activates autophagy but also directly increases lifespan
in mice (Pyo et al., 2013). Conversely, knock-down or deficiency of
autophagy components reverses these effects, (Alvers et al., 2009;
Bjedov et al., 2010; Eisenberg et al., 2009; Morselli et al., 2009).
These data indicate that autophagy is a common downstream effec-
tor in various life-prolonging signalling pathways (Folick et al.,
2015).

4. Mechanisms of ageing and chronic age-related diseases

4.1. Musculoskeletal diseases

Musculoskeletal conditions cause more functional limitations
in the adult population in the western world than any other group
of disorders and are the main cause of disability among older
age groups (Woolf and Pfleger, 2003). Osteoarthritis, back pain
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

and osteoporosis are the 3 leading cause for medical consultation
(Woolf and Pfleger, 2003). Whilst there is little understanding of the
causes leading to back pain, intense research efforts are on-going
to understand the causes of osteoarthritis and osteoporosis.

dx.doi.org/10.1016/j.mad.2016.09.009
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.1.1. Osteoarthritis (OA)
Increased age is the most important risk factor for the initiation

nd progression of osteoarthritis a condition which typically affects
he joints (Bijlsma et al., 2011). The articular cartilage is progres-
ively degraded leading to chronic pain and stiffness. Although the
efects in cartilage structure are the main feature of the disease,
ther joint structures are affected during OA including subchon-
ral bone, menisci, ligaments, synovial membrane and muscle
urrounding the affected joints (Bijlsma et al., 2011). Cartilage is
aintained by chondrocytes mainly through production of extra-

ellular matrix (Goldring, 2000). The onset of OA is characterised
y increased chondrocyte proliferation which leads to formation of
hondrocyte clusters and increased synthesis of irregular matrix
omponents such as proteoglycans and collagen (Rothwell and
entley, 1973). This is an attempt to repair the damaged extracellu-

ar matrix. With OA progression increased catabolic activity causes
xcessive cartilage breakdown. The catabolic events are largely
ediated by proinflammatory cytokines and mediators such as
etalloproteinases (Burrage et al., 2006). Current pharmacolog-

cal management of OA is limited to symptom’s alleviation and
here are no approved drugs which modify the course of the disease
Bijlsma et al., 2011). Therefore there is a great need to identify new
nterventions.

There is evidence that chondrocytes undergo several mecha-
isms of ageing including telomere shortening and senescence and
his influences their ability to produce extracellular matrix (Loeser,
009). However, most studies are on chondrocytes cultured in
itro in normoxia and under proliferative stress (Loeser, 2009).
t is known that in vivo chondrocytes rarely proliferate (Aigner
t al., 2001), and are exposed to low oxygen tension (Brighton
nd Heppenstall, 1971), consequently questioning how many of
he phenomenon described in vitro actually apply in vivo.

Focusing on the evidence that supports the presence of age-
ng mechanisms in vivo, the overproduction of ROS in the cartilage
f patients affected by OA has been well documented. Accumula-
ion of nitrotyrosine was observed in chondrocytes and degenerate
rticular cartilage compared to non-degenerate areas in the same
ample, suggesting that degenerated cartilage may  exhibit more
xidative damage than an intact region from the same OA carti-

age (Yudoh et al., 2005; Loeser et al., 2002). Moreover, decreased
xpression of ROS scavengers has also been described. In a study
n the expression of superoxide dismutase (SOD) family expres-
ion of all 3 forms of SOD were decreased at the transcriptional
evel in patients affected by OA (Scott et al., 2010). Immunofluores-
ence studies revealed that mitochondrial superoxide dismutase

 (SOD2) was largely missing in OA but was present consistently
n the superficial layer of normal cartilage (Ruiz-Romero et al.,
009). In addition the decreased expression of SOD2 was  related
o increased methylation of the SOD2 promoter suggesting an epi-
enetic regulation of its expression (Scott et al., 2010). In line
ith increased production of ROS and defects in the mitochondrial

ntioxidant system is the increased accumulation of mtDNA muta-
ions in the cartilage of patients affected by OA as compared to age

atched controls (Grishko et al., 2009).
Increased ROS is responsible for the presence of oxidative dam-

ge in DNA (Section 3.2.), which can directly contribute to apoptosis
r senescence. Whilst evidence of increased apoptosis and cell
eath in the cartilage of OA patients is controversial (Aigner et al.,
001; Sharif et al., 2004) evidence of senescence was  found in vivo

n terms of greater expression of p16-INK4A and �-galactosidase in
A chondrocytes as compared to age-matched controls (Zhou et al.,
004; Price et al., 2002). Inhibition of p16-INK4A expression led to
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

ncreased ability of the cells to proliferate and increased matrix
ene expression when examined in vitro, suggesting a possible
 PRESS
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mechanism to explain the reduction in the ability of chondrocytes
to repair matrix in OA patients (Zhou et al., 2004).

It is well established that OA is associated with increased local
production of proinflammatory signals such as nitric oxide and
cytokines such as IL1, IL6 and TNF-alpha. These are overexpressed
in chondrocytes, stromal cells and synovial macrophages in OA
joint; these signals negatively affect the balance of cartilage matrix
degradation and repair (Goldring and Otero, 2011). It is unclear
how the proinflammatory process is initiated. Cytotoxic effects
and oxidative stress can both compromise chondrocyte viability
and activate inflammatory signals as demonstrated by the activa-
tion of NF-kB and mitogen activated protein kinases in surviving
chondrocytes (Goldring et al., 2011).

Mitochondrial dysfunction and inflammation have been linked
to decreased autophagy (Section 3.3). A decrease in autophagy
genes Beclin-1, ULK1 and LC3 was observed in the superficial and
deep cartilage zone of patients with mild OA (Caramés et al., 2010).
In more advanced stages of OA these genes were downregulated in
all 3 zones (superficial, middle and deep zone) compared to carti-
lage from age-matched controls (Caramés et al., 2010). In contrast
these genes were highly expressed in the middle zone and deep
zone in the early phase of OA when chondrocytes clusters were
formed as an attempt to repair cartilage (Caramés et al., 2010). This
was also reproduced in models of OA in mice (Caramés et al., 2010).
These data suggest that during the development of OA increased
autophagy may  reflect an adaptive response. When this response
fails, decreased autophagy may  lead to further degeneration. The
fact that autophagy decreases with age in human joint cartilage,
and precedes cartilage structural damage suggests that it may
play a role in the establishment of the disease. More importantly
decreased autophagy activity was shown to lead to OA-like changes
in the joint cartilage in ATG5 KO mice (Bouderlique et al., 2015).
Reduced autophagy leads to premature chondrocytes senescence,
increased matrix degradation and increase of metalloproteinases
and ROS (Bouderlique et al., 2015).

4.1.2. Osteoporosis
The adult skeleton is continuously remodelled by osteoclasts,

which resorb bone and osteoblasts, which form new bone. Imbal-
ance between bone formation and resorption leads to osteoporosis.
Increased age has long been associated with reduced bone mass,
which is largely thought to be due to hormonal deficiency, mainly
oestrogen due to menopause. However, age-associated bone loss
occurs even in individuals with normal levels of sex steroids (Riggs
et al., 2008). In addition, rodents do not experience a significant
decline in sex steroids with age but bone mass declines and long
lived mice are resistant to age-related bone loss suggesting that
other mechanisms can contribute to reduced bone mass with age
(Almeida et al., 2007; Selman and Withers, 2011).

The RANKL/RANK signalling pathway is central to the process
of osteoclastogenesis and provides evidence of the interconnec-
tion between immune and skeletal systems. Osteoblasts and their
precursors express RANKL, which binds to the transmembrane
receptor RANK (receptor activator of nuclear factor �-B) expressed
on the surface of osteoclasts and their precursors. It promotes
proliferation and differentiation of osteoclast precursors, and the
maturation and activity of osteoclasts. The osteoclastogenic activity
induced by RANKL-RANK binding is inhibited by another member
of the TNF receptor superfamily ‘osteoprotegerin’ (OPG) produced
by osteoblasts. Although RANKL and macrophage colony stimulat-
ing factor (M-CSF) are essential for osteoclastogenesis, additional
cytokines such as TNF-alpha and IL-1 are likely to contribute to
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

the regulation of osteoclast formation both in physiological and
pathological condition such as oestrogen deficiency and inflamma-
tion. This is based largely on animal studies of bone loss following
ovariectomy (Kimble et al., 1995; Lorenzo et al., 1998) and lim-

dx.doi.org/10.1016/j.mad.2016.09.009
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ted evidence in postmenopausal women affected by osteoporosis.
ndeed epidemiologic studies report an increase in the risk of devel-
ping osteoporosis in various inflammatory conditions (Mitra et al.,
000; Haugeberg et al., 2004). Gene polymorphism in IL-1, IL-6 and
NF-alpha and their receptors has been shown to correlate with dif-
erent levels of bone mass in humans (Fontova et al., 2002; Tasker
t al., 2004; Chung et al., 2003). Similarly, IL-1� and IL-1 receptor
ntagonist (IL-1Ra) gene polymorphisms have been associated with
educed bone mineral density and osteoporosis at the lumbar spine
Chen et al., 2003) In addition mRNA for IL-1, IL-6 and TNF-alpha
as increased in a higher percentage of patients with fractures as

ompared with patients without fractures (Ralston, 1994). Anti-
NF drugs, currently used in the therapy of several immunological
isorders, are also useful in preventing and/or reversing systemic
one loss associated with the disease, targeting both the bone and
he inflammatory processes (Roux, 2011). The transcription fac-
or NF-�B, activated in the presence of inflammation has a well
escribed role in osteoclastogenesis (Ruocco et al., 2005). More
ecently suppression of NF-�B activity in differentiated osteoblasts
as shown to prevent bone loss in an ovariectomy mouse model by
aintaining osteoblast function (Chang et al., 2009). Although no

ata are currently available to confirm that this mechanism is rel-
vant to patients affected by osteoporosis, the oestrogen receptor
as been found to directly inhibit NK-�B transcription (Harnish,
006) and is expressed in osteoblasts suggesting that oestrogen
ay  regulate NF-�B activities under physiological conditions.

The functional role of oxidative stress and autophagy in osteo-
orosis is still largely unexplored in patients and most of the data
erive from functional studies in mice. Suppression of autophagy
y deletion of ATG7 expression in osteocytes has been shown to be
ufficient to mimic  many of the skeletal changes associated with
dvanced age in young adult mice (Onal et al., 2013). Although
t is unknown whether autophagy does indeed decline with age
n osteocytes or in cells at any stage of osteoblast differentiation,
he relationship between the autophagic pathway and osteoporosis
as highlighted in a genome wide association study of wrist bone
ineral density in human subjects (Zhang et al., 2010). This analysis

howed significant association of wrist bone mineral density with
egulation of autophagy genes including ATG7 and Beclin1 (Zhang
t al., 2010).

An increased production of ROS, and associated decreases in
ntioxidants was demonstrated subsequent to the depletion of
estrogen in ovariectomised (OVX) mice (Almeida et al., 2007; Lean
t al., 2003). The levels of antioxidant enzymes superoxide dis-
utase, glutathione peroxidase and glutathione-s transferase were

ecreased in the femur of ovariectomized rats (Muthusami et al.,
005). The same enzymes were found to be lower in the plasma of
steoporotic patients (Maggio et al., 2003). In addition mice lacking
itochondrial SOD2 in osteocytes showed enhanced production

f cellular superoxide in vivo. A bone morphological analysis
emonstrated that the SOD1 and SOD2-deficient femurs showed
emarkable bone loss in an age-dependent manner (Nojiri et al.,
011; Kobayashi et al., 2015). In particular, SOD2 deletion led to
isorganized osteocytic canalicular networks and decreased num-
er of live osteocytes (Kobayashi et al., 2015). Furthermore, SOD2
eficiency significantly suppressed bone formation and increased
one resorption concomitant with the upregulation of sclerostin
nd RANKL (Kobayashi et al., 2015). Goettsch et al. (Goettsch
t al., 2013) found that intracellular NADPH oxidase 4 (NOX4),
n enzymatic source of ROS, was increased following ovariec-
omy in female mice, and NOX4 deletion reduced bone loss. More
mportantly in middle-aged women, NOX4 mutation was associ-
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

ted with altered parameters of bone metabolism, and conversely,
here was an increased expression of NOX4 in the bones of patients
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with untreated osteoporosis as compared to age-matched controls
(Goettsch et al., 2013).

4.2. Cardiovascular disease

Age is the single biggest risk factor for cardiovascular disease
(CVD). The annual incidence of CVD, defined as coronary artery
disease, stroke, heart failure or claudication, at age 85–94y is 10-
fold higher than at age 45–54y (Mozaffarian et al., 2015). Ageing
itself is accompanied by an increase in the prevalence of other CVD
risk factors, particularly hypertension, which affects 7% of adults
<40y and two-thirds of the over 60y (Ong et al., 2007). Lifetime
risks of CVD and hypertension for CVD-free 40y-old are 50% and
85% respectively, whilst over 30% of global mortality is attributable
to CVD (Lakatta, 2015). These disorders thus constitute a huge dis-
ease burden in the ageing population and a major limiting factor on
health span. Distinguishing the role of ageing per se in CVD patho-
genesis versus cumulative exposure to other risk factors is complex.
Ageing animal models generally do not manifest overt CVD unless
exposed to other CVD precipitants, such as high fat diet, empha-
sising the importance of the interaction between ageing and other
environmental factors.

Nevertheless, evidence that molecular mechanisms of ageing
are potentially modifiable contributors to CVD comes from several
observations: Firstly, known cellular and molecular antecedents of
CVD are upregulated with age in animals and in apparently healthy
humans (Lakatta, 2015). Secondly, diseased human vessels mani-
fest ‘ageing-related’ phenomena (e.g. telomere shortening (Ogami
et al., 2004), senescence (Minamino et al., 2002) and DNA dam-
age (Matthews et al., 2006)) implying that CVD pathologies are in
some respects a form of accelerated ageing. Thirdly, genetic or phar-
macological manipulation of some ageing mechanisms modulates
markers of vascular health in animal models (LaRocca et al., 2013;
Csiszar et al., 2007).

At the functional level, ageing leads to arterial stiffening and
impaired vasodilatory responses, phenomena that progress from
age 40–50y and contribute to the onset of hypertension (Harvey
et al., 2015; Sun, 2015). Hypertension is a major risk factor for
atherosclerosis and cardiac failure, but ageing is accompanied
by increased risks of these pathologies independently of blood
pressure. The biggest single contributor to ageing-associated car-
diovascular morbidity and mortality is atherosclerosis, responsible
for myocardial infarction, angina, ischaemic stroke and periph-
eral vascular disease (Mozaffarian et al., 2015). The roles of ageing
mechanisms in atherosclerosis are consequently considered here.

At the cellular level, ageing-induced changes in endothe-
lium seem particularly important for promoting atherosclerosis.
Atherosclerosis consists of the accumulation of lipid-laden
macrophages and inflammatory cells in the arterial wall, lead-
ing to vessel stenosis, superimposed thrombosis and occlusion.
Healthy endothelium maintains a vasodilatory, antithrombotic,
anti-inflammatory arterial luminal surface that retards this pro-
cess (Seals et al., 2014). Production of the vasodilator nitric oxide
(NO) by endothelial cells is key to the atheroprotective phenotype
and impaired endothelial-dependent vasodilation is an indepen-
dent predictor of atherosclerotic CVD (Lerman and Zeiher, 2005).
Ageing is accompanied by a reduction in endothelial NO-dependent
vasodilatation in animals (Csiszar et al., 2007; Tschudi et al., 1996)
and healthy non-hypertensive humans (Celermajer et al., 1994;
Donato et al., 2007), implying that ageing per se increases endothe-
lial vulnerability to atherosclerosis.

Of the molecular ageing mechanisms implicated in the devel-
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

opment of CVD and atherosclerosis in particular, oxidative stress
appears to play a central role. An extensive body of literature
describes the contribution of oxidative stress to atherosclerotic
plaque development via endothelial injury, inflammation, leuco-

dx.doi.org/10.1016/j.mad.2016.09.009
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yte recruitment and lipid modification, as reviewed elsewhere
Madamanchi et al., 2005). Ageing is accompanied by elevated
xidative stress in the arteries of rodents (Csiszar et al., 2007;
ngvari et al., 2007) and primates (Ungvari et al., 2011a). Although
linical measurement of vascular oxidative stress in vivo is not
ossible, endothelial cells isolated from arteries of healthy older
en  have increased concentrations of nitrotyrosine, a marker of

xidative stress, compared to younger men  (Donato et al., 2007).
ontributors to increased vascular ROS generation identified in age-

ng animals include vascular NADPH oxidases (NOX) (Trott et al.,
011) and mitochondrial dysfunction (Ungvari et al., 2007), as
ell as insufficient activation of protective antioxidant pathways

uch as the antioxidant transcription factor Nrf2 (Ungvari et al.,
011b). Since Nrf2 is involved in mitochondrial biogenesis insuf-
cient activation of this transcription factor could have negative
onsequences for mitochondrial function and increase ROS produc-
ion (Wan  et al., 2012). Studies of endothelial cells isolated from
lder men  without vascular disease, diabetes or hypertension con-
rm that vascular NOX expression also increases in human ageing

Donato et al., 2007).
In endothelial cells oxidation of tetrahydrobiopterin, the cofac-

or for endothelial nitric oxide synthase (eNOS), causes uncoupling
f eNOS activity resulting in NO deficiency and further superoxide
eneration (Seals et al., 2014). Superoxide in turn reacts with NO,
educing NO bioavailability. A role for oxidative stress in ageing-
ssociated endothelial dysfunction is demonstrated by the finding
hat ROS scavengers restore endothelial vasodilatory responses in
geing rats (Tatchum-Talom and Martin, 2004).

Hypertension, hyperglycaemia and other proatherosclerotic
nsults increase vascular cell oxidative stress in vitro and in ani-

als (Touyz, 2004), thus at the molecular level may  mimic  and
ummate with the effects of ageing. Although clinical trials of anti-
xidants have found no benefit in patients with CVD, this may  be
ecause established CVD is too late a stage at which to intervene, or
ecause the antioxidants used were ineffective (Seals et al., 2014;
ouyz, 2004; Dai et al., 2012).

Inflammation and oxidative stress are closely related in age-
elated vascular disease. Ageing rodents and primates have
ncreased vascular NF-�B expression (Ungvari et al., 2011a; Csiszar
t al., 2008), accompanied by upregulation of proatherosclerotic
F-�B target molecules such as the leukocyte adhesion molecule

CAM-1 (Csiszar et al., 2007). Ex vivo endothelial cells isolated from
ealthy older men  also manifest increased NF-�B and inflamma-
ory cytokine (IL6, TNF� and monocyte chemoattractant protein-1)
xpression, correlating with impaired vasodilator function (Donato
t al., 2008). Oxidative stress increases NF-�B expression and
ntioxidants reverse the upregulation of NF-�B in arteries of age-
ng rats (Ungvari et al., 2007). However, vascular inflammation is a
ause as well as a consequence of oxidative stress since TNF� upreg-
lates vascular NOX expression (Csiszar et al., 2007). Inflammation

s thus a potentially important therapeutic target for prevention
f adverse vascular ageing. Indeed, administration of the TNF�
ntagonist etanercept attenuated the adverse effects of ageing on
ndothelial dilatory function, ROS production and ICAM expression
n arteries of rats (Csiszar et al., 2007). Improvements in endothe-
ial vasodilator function have also been reported with etanercept
nd salsalate (an NF-�B antagonist) in some, but not all studies of
iddle-aged and elderly participants (Seals et al., 2014).

Oxidative DNA damage (8-oxodG), telomere shortening, activa-
ion of the DNA damage response and senescence are evident in
therosclerotic lesions from clinical specimens (Minamino et al.,
002; Matthews et al., 2006; Wang and Bennett, 2012). Endothe-
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

ial telomere length also declined more rapidly with age in human
liac arteries compared to less atherosclerotic-prone internal tho-
acic arteries (Chang and Harley, 1995). Whether these molecular
geing phenomena play a major role in accelerating atheroscle-
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rosis or are simply acting as markers of vascular stress/injury is
currently unclear. However, vascular cell senescence is consid-
ered a proatherosclerotic phenotype; in addition to the presumed
detrimental effects of senescence on vascular repair capacity,
in vitro senescent endothelial cells and vascular smooth mus-
cle cells upregulate expression of inflammatory cytokines (IL-6,
MCP1) and adhesion molecules (ICAM1) known to be important in
atherosclerosis (Minamino et al., 2002; Wang and Bennett, 2012).

Impaired autophagy is another ageing-associated process impli-
cated in vascular disease; arteries from ageing mice and endothelial
cells isolated from older humans have lower expression of Beclin1
and accumulation of the autophagy-cleared protein p62 (LaRocca
et al., 2012). Inhibition and stimulation of autophagy in cultured
endothelial cells respectively inhibit and improve nitric oxide
bioavailability (Nussenzweig et al., 2015). Furthermore, treatment
of ageing mice with the autophagy stimulators trehalose or spermi-
dine restored endothelial function, attenuated vascular oxidative
stress and prevented arterial stiffening (LaRocca et al., 2013, 2012).

4.3. Type 2 diabetes mellitus (T2DM)

Type 2 diabetes mellitus (T2DM) is a chronic metabolic disor-
der with an estimated global prevalence that has increased from
4.7% of the adult population in 1980 to 8.5% in 2014 (World Health
Organisation diabetes fact sheet 2016). Similarly, there has been
a significant increase in the incidence of T2DM in both children
and adolescents (Amutha and Mohan, 2016). T2DM is a complex,
multifactorial disease although the primary driver in the observed
global increase in T2DM across all age-classes is obesity, primar-
ily central visceral adiposity In addition, the risk of developing
metabolic syndrome and T2DM also increases significantly with
advancing age (Twito et al., 2015; Gatineau et al., 2014). T2DM
is characterized by insulin resistance across multiple tissues, an
inability to regulate hepatic glucose production effectively, and
an impairment in insulin secretion due to beta cell dysfunction
and ultimately to beta cell failure (Mahler and Adler, 1999). These
pathological changes ultimately result in an inability to regu-
late blood glucose levels, leading to a chronic elevation in blood
glucose levels, termed hyperglycaemia (Mahler and Adler, 1999;
Scheen, 2003). Hyperglycaemia can induce widespread damage to
blood vessels, particularly the microvascular leading to nephropa-
thy, neuropathy, retinopathy and significantly increases the risk of
developing stroke, coronary heart disease, peripheral and arterial
disease (Adler et al., 2003; Cade, 2008; Dyck et al., 1993; Orchard
et al., 1990). Insulin resistance has also been implicated in increased
risk of non-alcoholic fatty-liver disease (Wild et al., 2016), and in the
development of various cancers, including some colon, liver, pan-
creatic and breast cancers (reviewed in (Tsugane and Inoue, 2010;
O’Neill and O’Driscoll, 2015)). In addition, patients suffering from
T2DM have a greater incidence of mild cognitive impairment (MCI)
relative to people without T2DM, and accelerated development of
AD (reviewed in (Barbagallo and Dominguez, 2014)). This may have
a significantly higher risk of developing AD (Whitmer, 2007; Mittal
and Katare, 2016).

While the precise molecular mechanisms underlying T2DM are
not completely understood, several mechanisms associated with
ageing also appear intimately linked to the development of T2DM.
Ageing and obesity are both considered to play major roles in
the development of T2DM, through the development of systemic
inflammation. Chronic inflammation and the infiltration of inflam-
matory cells into the pancreatic islets can reduce insulin secretion
through beta cell dysfunction and ultimately loss of insulin produc-
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

ing beta cells through apoptosis (Keane et al., 2015). Pancreatic �
cell dysfunction can also result in increased production of various
cytokines by beta cells, thus further exacerbating the inflammatory
state. For example, activation of inflammatory signalling pathways,

dx.doi.org/10.1016/j.mad.2016.09.009
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uch as IKK�/NF-�B (Inhibitor of nuclear factor kappa-B kinase
ubunit beta/nuclear factor �B) in within the CNS can result in
oth insulin resistance and impaired insulin release from beta cells
Cai, 2009; Lumeng and Saltiel, 2011; Kang et al., 2009; Calegari
t al., 2011; Purkayastha et al., 2011). The activity of JNK (c-Jun
-terminal kinase) and NF-�B-mediated inflammatory pathways
re up-regulated in obese individuals, in association with increased
evels of expression of downstream cytokines, such as TNF-� and
L-6. Consequently, both IL-6 and CRP (C-reactive protein), a protein
roduced by the liver in response to systemic inflammation, have
een employed as robust predictors for T2DM risk (Pradhan et al.,
001; Spranger et al., 2003; Wang et al., 2013). These data are fur-
her supported by studies in genetic and dietary mouse models of
besity, which demonstrate that obesity can induce inflammation
ithin adipose tissue and liver leading to the production of inflam-
atory mediators such as IL-6 and MCP-1 (chemokine monocyte

hemotactic protein-1). Furthermore, adipocytes produce TNF-�
hich can further contribute to insulin resistance (see review (Jin

nd Patti, 2009)). In a clinical trial with T2DM patients, salicylate,
n IKK� inhibitor, was shown to be beneficial and to improve gly-
aemia in patients, further demonstrating the role of inflammation
n T2DM (Goldfine et al., 2013).

Cellular senescence within the beta cells has also recently been
mplicated as a potential factor underlying the pathogenesis of
iabetes in various mouse models. The cell cycle inhibitor p27
Cdkn1b), a marker of senescence, increased in pancreatic �-cells
n genetic mouse models of T2DM, genetic activation of p27 within
he pancreas induced diabetes in mice, and p27 deletion increased
nsulin secretion and islet mass through an increase in beta cell
umber in mouse models of T2DM (Uchida et al., 2005). Similarly,

n mice harbouring a combination of non-homologous end join-
ng deficiency with a hypomorphic p53 mutation and abrogation
f apoptosis, the burden of senescent cells increases rapidly and

s associated with �-cell dysfunction and an overt diabetic phe-
otype by 3–5 months of age (Tavana et al., 2009). This appears
o be an accelerated model of age-associated diabetes and is con-
istent with the hypothesis that cellular senescence of beta cells
ay  be an important factor in beta cell dysfunction. In addition,

16INK4A which increases in expression in mice during ageing was
hown to impair both proliferation and regeneration potential of
slets in mice, possibly by inducing senescence (Krishnamurthy
t al., 2006). However, although these mouse models suggest that
ellular senescence may  be important in the pathology of T2DM,

 role for pancreatic islet senescence in human T2DM is cur-
ently unproven. There is widespread support for ROS-induced
xidative damage being an important pathogenic process in the
evelopment of insulin resistance, beta cell dysfunction and ulti-
ately in the development of T2DM and many of its pathological

equela (for review see (Wright et al., 2006)).In diabetic patients,
asting plasma levels of nitrotyrosine were elevated when com-
ared to non-diabetics and nitrotyrosine levels were correlated
ith post-prandial hyperglycaemia (Ceriello et al., 2002). In addi-

ion, the beta cell dysfunction has been linked to oxidative damage
o mitochondrial membranes, which may  in turn induce mito-
hondrial dysfunction and ultimately apoptosis within the beta
ells (Ma  et al., 2011). In addition, the accumulation of human
mylin seen in T2DM patients has been shown to induce beta
ell loss apparently by inducing mitochondrial dysfunction and
ncreasing ROS production (Lim et al., 2010). In elderly humans
ubjects, with insulin resistance in muscle, mitochondrial oxidative
ctivity and mitochondrial adenosine triphosphate (ATP) synthesis
ere decreased, implicating mitochondrial dysfunction in T2DM
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

Petersen et al., 2003). Insulin resistance, in patients with metabolic
yndrome, has also been linked to a decrease in the number of mito-
hondrial DNA (mtDNA) copy number, implicating dysfunctional
itochondrial biogenesis in this disease (Gianotti et al., 2008).
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Skeletal muscle biopsies have provided evidence that various tran-
scriptional factors (e.g. PPAR gamma coactivator 1-alpha and-beta
(PGC1-alpha/PPARGC1 and PGC1-beta/PERC), coactivators of NRF-
1 (nuclear respiratory factor-1) and PPAR gamma-dependent) are
decreased in diabetic patients ((Patti et al., 2003), reviewed in
(Jin and Patti, 2009)). Given that all are associated with mito-
chondrial maintenance and biogenesis (Perez-Schindler and Philp,
2015), suggests that reduced nuclear-encoded mitochondrial gene
expression may  be a factor in T2DM. The transcriptional co-
activators PGC1� and PGC1� are also decreased by age, further
linking ageing to the mitochondrial dysfunction that occurs in
T2DM (Ling et al., 2004). In addition, muscle mitochondrial from
diabetic patients tend to be relatively smaller and found at a
lower density (reduced number per unit volume (Kelley et al.,
2002)). Moreover, in a mouse model of T2DM (the db/db mice)
heart mitochondrial uncoupling was shown to occur, leading to
decreased oxidative phosphorylation capacity and increased ROS
production and lipid peroxidation (Boudina et al., 2007). The
non-obese diabetic Goto-Kakizaki rat has also been reported to
have increased skeletal muscle oxidative stress and mitochondrial
dysfunction (Armour et al., 2009). During ageing the accumula-
tion of mitochondrial DNA mutations and deletions may  impair
the electron respiratory chain, further increasing ROS production.
Mitochondrial dysfunction has also been implicated in age-related
insulin resistance, thus promoting a vicious metabolic cycle and
increasing the risk of T2DM (Petersen et al., 2003; Ye, 2013;
Reznick et al., 2007). These processes do not act in isolation, and
many inflammatory processes may  also be activated, with several
pro-inflammatory cytokines (as stated above) expressed, further
impairing insulin signalling, beta cell function and the development
of age-related insulin resistance and T2DM (Styskal et al., 2012;
Park et al., 2014).

The evidence that a loss in proteostasis during ageing has been
gaining momentum in the recent past (Labbadia and Morimoto,
2014). Similarly, a disruption in various components of the pro-
teasomal machinery has been reported in T2DM. For example, the
build-up of toxic amyloid polypeptides in the beta cells of T2DM
patients is associated with elevated levels of polyubiquitinated
proteins and the deficiency of an enzyme (ubiquitin carboxyl-
terminal esterase L1; UCHL1) involved in the deubiquitination of
proteins (Costes et al., 2014). The loss of Uchl1 with beta cells of
transgenic mice overexpressing human islet amyloid polypeptide
increased the onset of overt diabetes relative to mice wild-type for
Uchl1 (Costes et al., 2014). Interestingly, the loss of Uchl1 in trans-
genic mice further intensified the defective autophagy/lysosomal
phenotype already observed in the transgenic mice. Importantly,
mitochondrial dysfunction and endoplasmic reticulum (ER) stress
promote an increase in autophagy, a cellular mechanism impor-
tant to restore intracellular homeostasis (Butler and Bahr, 2006;
Jung and Lee, 2010). In turn, autophagy blockade leads to the accu-
mulation of mitochondria with excessive ROS production, which
promotes NLRP3 (NOD-like receptor family, pyrin domain contain-
ing 3) inflammasome activation (Zhou et al., 2011). When ER stress
and mitochondrial dysfunction, alongside the consequent produc-
tion of ROS, are prolonged, failure of the autophagy machinery
may  occur, further promoting the development of the metabolic
syndrome and diabetes (Cai and Liu, 2012; Gonzalez et al., 2011;
Muriach et al., 2014). Supporting this hypothesis, there is a positive
correlation between ROS levels, ER stress and autophagy markers in
leukocytes from T2DM patients (Rovira-Llopis et al., 2015). In addi-
tion, in mice fed with a high-fat diet, autophagic flux was shown
to be increased in pancreatic � cells as a reaction to the induction
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

of ER stress (Chu et al., 2015). As further evidence that autophagy
may  play an important role in the development of T2DM, studies in
�-cells from diabetic db/db and C57BL/6 mice fed with high-fat diet,
showed the active formation of autophagosomes (Gonzalez et al.,

dx.doi.org/10.1016/j.mad.2016.09.009
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011). In addition, a � cell-specific deletion of Atg7 in human islet
myloid polypeptide (hIAPP) knock-in mice significantly impaired
lucose tolerance on a high fat diet (Shigihara et al., 2014). More-
ver, pancreatic samples from subjects with T2DM demonstrated
he presence of a high number of dead �-cells in diabetic islets
ith massive vacuole overload, suggesting autophagy-associated

ell death (Marchetti and Masini, 2009).

.4. Neurodegenerative diseases

Neurodegenerative disorders such as Alzheimer’s and Parkin-
on’s disease are also increased with age (Szewczyk-Krolikowski
t al., 2014; Riedel et al., 2016). As neurons age, they show signs of
ncreased oxidative stress, disturbances in mitochondrial function,
nd accumulation of misfolded proteins, which are exacerbated in
lzheimer’s disease (AD), and in Parkinson’s disease (PD). However,

 direct link between mechanisms of ageing and the onset of such
eurodegenerative disorders is still missing.

.4.1. Alzheimer’s disease
Alzheimer disease (AD) is the neurodegenerative disorder most

sually associated to age-related dementia and is etiologically
ultifactorial (Talwar et al., 2015). Histologically, AD is character-

zed by extensive neurodegeneration, extracellular deposition of
myloid-� peptide (A�)  forming senile plaques, and intraneuronal
ccumulations of hyperphosphorylated microtubule-associated
rotein tau, the neurofibrillary tangles (NFTs) (Dickson et al., 1988).
� is a small protein formed upon cleavage of amyloid precursor
rotein (APP) by �-site APP cleaving enzyme 1 (BACE1) and �-
ecretase, a protease complex containing presenilins 1 and 2 (PS1,
S2) (Cole and Vassar, 2007; Selkoe, 1998). Accumulation and mis-
olding of A� both intracellularly in neurons and extracellularly as
ligomers or A� aggregates lead to the pathological cascade of AD
Cerasoli et al., 2015). Indeed, oligomeric and fibrillary A�, usu-
lly cleared by myeloid cells, also activate these cells leading to a
euroinflammatory response (Manocha et al., 2016), which may
ontribute to neurodegeneration as stated below. Although A� has
een considered the origin of the disease for many years, accumu-

ating evidence has demonstrated that hyperphosphorylated tau
s well as the close relationship between tau and A� abnormal
etabolism may  also have a role during the onset and progres-

ion of the disease (reviewed by (Llorens-Marítin et al., 2014)).
ne common molecule involved in these two main hallmarks,

enile plaques/A� and neurofibrillary tangles/tau, is GSK-3�.  Sev-
ral canonical substrates of GSK-3� are involved in A� production
nd PS1 function both in rodent models and in vitro (Llorens-
arítin et al., 2014), and inhibition of GSK-3� has been reported

o reduce A� pathology in mice (Ly et al., 2013). In parallel, the
ction of GSK-3�,  together with other tau kinases, is necessary
or the phosphorylation of tau in the pre-tangle stage of A� in
odents (reviewed by (Llorens-Marítin et al., 2014)). Thus, it is not
urprising that the activity of GSK-3� is a key factor widely used
o model AD in rodents (Gómez-Sintes et al., 2011). Even more
nteresting, GSK-3� dysregulation has been found in ageing-related
nflammation establishing an important link between ageing and
D (Zhou et al., 2013). Hyperphosphorylation of tau takes place
oth in AD and in neuroimflammation due to GSK3 hyperactivity
Lucas et al., 2001). GSK3 promotes secretion of proimmflamatory
ytokines (such as IL-6) together with the hyperphosphorilation
f tau, leading to increased cell death and generating further neu-
oinflammation (Fuster-Matanzo et al., 2013). However, all these
ata are in murine models of AD. In human subjects increased
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

ctivity of neuronal GSK-3� has been found in AD brains (DaRocha-
outo et al., 2012). In addition, although the overexpression of
otal GSK-3� in frontal cortex of AD human brains compared to
ealthy age-matched controls did not reach statistical significance,
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the phosphorylated and active form of GSK-3�  (pTyr216), showed
to be markedly increased over control subjects and co-localized
with several somatodendritic phosphor-tau epitopes (Leroy et al.,
2007). This co-localization was  described only into discrete cellular
compartments, such as the autophagosomes (Taelman et al., 2010).

Inflammation has long been considered a hallmark of AD and
highly involved in the etiopathology of the disease (Meraz-Ríos
et al., 2013). Pro-inflammatory and immune markers are aberrantly
expressed in the brain of healthy elderly (Schuitemaker et al., 2012;
Cribbs et al., 2012). Within the CNS, microglial cells, also called
brain macrophages, are responsible for the constantly immune
surveillance of brain and spinal cord parenchyma, and become acti-
vated upon challenge. They are the main producers of inflammatory
molecules to fight pathogenic agents or clear damage (for review
see (Fernandes et al., 2014)). There is evidence that microglia is
primed in the aged brain, thereby developing exacerbated and
prolonged neuroinflammatory response after stimulation (Perry
et al., 2010; Norden and Godbout, 2013). In line with this microglia
over-activation has been reported in AD brains (Mandrekar and
Landreth, 2010). In addition the involvement of inflammation in
cognitive decline is supported by studies in AD animal models
showing that blockade of IL-1 (Kitazawa et al., 2011) or deletion
of TNFR1 gene (McAlpine et al., 2009) rescued animal cognitive
deficits associated with AD progression. However, this seems a
rather early event since the use of anti-inflammatory drugs showed
a beneficial effect only if administered in very recent stages of dis-
ease or even before disease onset (Stewart et al., 1997). Moreover,
inflammation has also been implicated in A� accumulation through
modulation of BACE activity. Both deletion of Tenascin (Xie et al.,
2013), an extracellular matrix protein that is upregulated in inflam-
mation, or of TNRF1 (He et al., 2007) genes were shown to decrease
BACE activity in in vivo models of AD. Furthermore, expression
of p38 MAPK, a common inflammatory cascade, regulates BACE
fate. While ROS-mediated BACE activation occurs downstream p38
MAPK activation (Tamagno et al., 2005), the reduction of p38 MAPK
expression facilitate BACE lysosomal degradation (Schnöder et al.,
2016).

In parallel with the over-activated microglia the presence of
microglia showing abnormal morphology typical of senescent cells
has also been described in the ageing human brain with frag-
mented cytoplasmic processes (e.g. cytorrhexis) and spheroidal
swellings in their ramifications (Streit et al., 2009). Similar alter-
ations have also been reported in samples from AD patients (Streit
et al., 2009). In addition rodent microglia aged in culture showed
loss of ability to migrate and phagocyte (Caldeira et al., 2014),
similarly to what observed with other innate immune cells with
age (Hearps et al., 2012) and this may  be the case in AD patients.
In vivo studies using animal models of AD showed that microglia
from old mice, but not from young ones, have decreased expres-
sion of both A�-binding scavenger receptors and A� degrading
enzymes when compared with their littermate controls, but higher
levels of cytokine release (Hickman et al., 2008). While fibrillar A�
promoted microglia phagocytosis, oligomeric A� reduced this abil-
ity, while enhancing a higher inflammatory response (Pan et al.,
2011), further corroborating that microglial phagocytosis is neg-
atively correlated with inflammatory reactivity. Examination of
3 patients affected by AD showed some clearance of plaques by
microglia phagocytosis only following stimulation with A� immu-
nization (Nicoll et al., 2006). Interestingly, AD patients subjected
to immunization for aggregated A� (Rampelli et al., 2013) showed
reduced cognitive impairment (Hock et al., 2003), corroborating
that microglia may  undergo loss of function in AD progression.
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

Several lines of evidence showed that mutations in mitochon-
drial DNA and net production of reactive oxygen species (ROS)
have a central role not only in the process of brain ageing but also
in the pathogenesis of neurodegenerative disorders including AD

dx.doi.org/10.1016/j.mad.2016.09.009
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Lin and Beal, 2006). AD patients showed reduced levels of anti-
xidant defence mechanisms (Andersen, 2004). In mouse models,
D neuronal oxidative damage occurs earlier before A� deposi-

ion and plaque formation (Pratico et al., 2001), and is associated
ith up-regulation of genes related to mitochondrial metabolism

nd apoptosis (Reddy et al., 2004). Indeed, oxidative stress was
eported as a cause of increased A� levels and plaque deposition
n both in vitro and in vivo AD-models (Velliquette et al., 2005;
usciglio et al., 2002). Moreover, oxidative stress also was shown
o increase the expression of BACE through activation of JNK and
38 MAPK (Tamagno et al., 2005), and lead to aberrant tau hyper-
hosphorylation by activation of GSK-3� (Lovell et al., 2004). More

mportantly a higher number of mutations were found in mito-
hondrial DNA from AD patients compared to controls (Coskun
t al., 2004), and related with A� deposition within damaged mito-
hondria of AD patients (Hirai et al., 2001). It has been described
hat A� not only potentiates NO synthesis but also that inhibits
ey mitochondrial enzymes, namely complex IV and cytochrome c,
hile Tau inhibits complex I (reviewed in (Querfurth and LaFerla,

010)), further increasing oxidative stress and mitochondria fail-
re. In accordance, in AD patients structural changes caused by A�

n mitochondria resulted in increased mitochondrial fragmenta-
ion, decreased mitochondrial fusion, mitochondrial dysfunction,
nd synaptic damage (Reddy et al., 2010; Manczak et al., 2006).

Autophagy-related pathology has been noted in late-onset neu-
odegenerative diseases including AD (Nixon and Cataldo, 2006).
t has been postulated that the age-dependent onset of neurode-
enerative diseases most likely correlates with the age-dependent
ecline of autophagic activity. Recent reports in mice deficient for
tg5 or Atg7 confirmed that impairment of autophagy promoted
euronal loss following accumulation of cytoplasmic inclusion bod-

es in neurons (Hara et al., 2006; Komatsu et al., 2006). Impairment
f lysosomes function in cortical neurons of AD patients was first
escribed in early 90 s (Cataldo et al., 1991). More recently these
ave been described as endosome or autophagosomal anomalies
nd impaired lysosome biogenesis (Nixon and Cataldo, 2006) with
ccumulation of autophagosome vacuoles in swollen dystrophic
eurites of affected neurons due to impaired axonal transport of
utophagy/lysosomal-related compartments as described in vitro
n primary mouse cortical neurons (Lee et al., 2011). Moreover,
eclin1 has been shown to be deficient in brain samples from
D patients (Jaeger et al., 2010). Interestingly, mutations of PS1,

 common cause for early-onset of familiar AD, led to markedly
efective lysosomal acidification and autolysosomal maturation
otentiating the autophagic/lysosomal, amyloid, and tau patholo-
ies observed in animal model and AD patients (Cataldo et al.,
004). Also changes in the degradation of specific AD-related pro-
eins have been described, namely by the presence of ubiquitinated
orms of tau and A� as the major components of their aggregates in
rain samples of AD patients (Perry et al., 1987). Interestingly, the
se of rapamycin, known to enhance autophagy, before AD devel-
pment, delayed and reduced AD phenotype, while rapamycin
reatment after AD emergence had no significant effect (Majumder
t al., 2011), suggesting that altered autophagy may  have a major
ole in AD development.

.4.2. Parkinson’s disease (PD)
PD is a chronic, incurable disorder, whose incidence increase

ith age and affects 1–3% of the elderly population worldwide
Szewczyk-Krolikowski et al., 2014; Johnson and Bobrovskaya,
015). Histopathologically, PD is characterized by the loss of
opaminergic neurons of the substantia nigra and locus coeruleus
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

n parallel with astrocytosis and microgliosis. These events have
een associated with the presence of proteinaceous intracellular
ggregates called Lewy bodies, comprised primarily of �-synuclein
Syme et al., 2002). A new definition of PD should consider it as
 PRESS
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a multisystem synucleinopathy with pathology extending beyond
the confines of the central nervous system (CNS) and clinical
manifestations concerning dopamine cell loss (Stern et al., 2011).
Non-dopaminergic and non-motor symptoms of PD are some-
times present before diagnosis and almost inevitably arise and
strengthen with disease progression. Indeed, non-motor symp-
toms dominate the clinical picture of advanced PD and contribute
to severe disability, impaired quality of life, and shortened life
expectancy. By contrast with the dopaminergic symptoms of the
disease, for which treatment is available, non-motor symptoms are
often poorly recognised and inadequately treated (Chaudhuri et al.,
2006).

Ageing and PD share several physiological changes as well as
numerous cellular and molecular mechanisms, including oxida-
tive stress and mitochondria dysfunction, proteasome failure and
impaired autophagy. However, it is unknown whether the path-
ways underpinning these alterations are the same. Involvement of
mitochondria dysfunction in PD was first addressed when MPTP (1-
methyl-4-phenyl-1,2,3,6-tetrahydropyridine), whose metabolite
MPP+ inhibits complex-I of the mitochondrial electron-transport
chain, caused a parkinsonism syndrome in adulterated drug
abusers (Lee et al., 2012). Further research showed mitochondria
complex-I deficiency and glutathione depletion in the substantia
nigra of patients with idiopathic or pre-symptomatic PD (Schapira
et al., 1989), suggesting an increased mitochondrial dysfunction
and reduced anti-oxidant capacity in these patients. In addition,
several PD-related genes have been associated with mitochon-
dria/oxidative stress damage. Abnormal �-synuclein accumulation
directly alters mitochondria morphology and increases superox-
ide formation in SH-SY5Y neuroblastoma cell line (Perfeito et al.,
2014), also boosting MPTP-induced nigral pathology in human
�-synuclein transgenic mice (Song et al., 2004), while mutant
�-synuclein co-localizes with degenerating mitochondria also in
�-synuclein transgenic mice suggesting a possible direct damaging
effect (Martin et al., 2006).

The proteasome activity is also altered in PD. Expression of
mutant �-synuclein promotes the formation of filaments which
interact directly with the 20S core of the proteasome and decrease
its proteolytic activity (Lindersson et al., 2004), which is counter-
acted by the expression of the E3 ligase Parkin (Petrucelli et al.,
2002). While mutations in �-synuclein cause autosomal dominant
PD, mutations in Parkin, which reduces �-synuclein ubiquitination
and promotes Lewi bodies formation, cause autosomal recessive PD
(Hardy, 2003). Furthermore, Parkin also modulates the pro-survival
signalling through EGFR-Akt-mTOR pathway (Fallon et al., 2006),
which is decreased in disease-related brain regions of PD patients
(Iwakura et al., 2005), and has a major role in mitochondria number,
maintenance and mitophagy (Bertolin et al., 2015). Interestingly, a
recent study on adult Drosophila melanogaster showed that ubiq-
uitous or neuron-specific up-regulation of Parkin extends lifespan
(Rana et al., 2013).

Once more, autophagosome-like structures are also increased
in PD (Stefanis, 2005), suggestive of defective autophagy both at
the early stages and in later lysosomal clearance and linking PD
with ageing. Mitophagy failure is a hallmark of PD and justified
by mutations of Parkin and PINK1, which are associated to auto-
somal recessive cases of PD (Gasser, 2009). PINK1, a sensor of
mitochondrial membrane polarization, is constitutively cleaved but
becomes stabilized in the outer mitochondria membrane when
mitochondria function is comprised (Abeliovich, 2010). This enable
Parkin to ubiquitinate exposed membrane proteins, recruiting LC3
and initiating mitophagy of damaged mitocondria (Narendra et al.,
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

2010). PD-related mutations in Parkin and PINK1 impair mitophagy
causing accumulation of damaged mitochondria which signals for
apoptotic events. Also mutations in �-synuclein (Cuervo et al.,
2004), in familial PD, or changes of �-synuclein by dopamine

dx.doi.org/10.1016/j.mad.2016.09.009
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Xilouri et al., 2009), in sporadic PD, impairs chaperone-mediated
utophagy blocking not only its own uptake into lysosomes but that
f other substrates. Autophagy induction by beclin 1 gene transfer
r rapamycin ameliorated pathology in some �-synuclein PD mod-
ls (Dadakhujaev et al., 2010) but not in others (Zhu et al., 2007),
uggesting that further attention should be given to autophagy
efects in PD.

Inflammatory-associated features are also observed in PD and
elated to its ageing increased susceptibility. Several reports using
ET imaging studies revealed increased microglial activation in in
ivo PD patients (Surendranathan et al., 2015), being correlated
ith midbrain and dopaminergic loss in the early stages of PD

Ouchi et al., 2005). Further studies using in vivo models of PD
evealed that �-synuclein was the main trigger of microglia acti-
ation through induction of MHC  class II expression (Harms et al.,
013) and Toll-like receptor-2 (TLR2) engagement in these cells
Kim et al., 2013). This activation was further corroborated by the
resence of increased levels of inflammatory cytokines in brain
amples of post-mortem PD brains (Mogi et al., 1994), as well as in
olony stimulating factors and serum samples of PD patients (Hu
t al., 2015).

. Interventions

The first evidence that it may  be possible to delay ageing in
ore than one tissue simultaneously comes from studies employ-

ng dietary restriction (DR); DR is defined here as a measured
ecrease in calories, macronutrients or micronutrients compared
o that eaten by animals maintained on an ad libitum (AL) control
iet. There is variety in terminology and experimental paradigms
xplored, but the reduction of calories to 30–50% below ad libi-
um (AL) levels is most frequently used (Speakman and Mitchell,
011; Chung et al., 2013). The positive effects of DR on both

ifespan and health span have been recognised for nearly a cen-
ury (Osborne et al., 1917). DR is undoubtedly the most widely
sed experimental intervention in ageing research, demonstrating
leiotropic beneficial effects on several biological systems. Proba-
ly the most spectacular effect within this expanding research area

s DR-induced increase of median and maximum lifespan observed
n a wide number of organisms (Fontana and Partridge, 2015).
owever, what is also becoming clear is that the effects of DR on

ongevity may  not actually be universal, with studies in a num-
er of organisms not demonstrating an increase in lifespan on DR
reviewed in (Mulvey et al., 2014; Swindell, 2012)). For example, it
s now well established that genetic background can influence the
xtent of DR-induced longevity (Mulvey et al., 2014), with 40% DR
n recombinant inbred ILXISS mice leading to lifespan extension in
ome lines to lifespan shortening in other lines (Liao et al., 2010;
ikke et al., 2010).

Similarly, the recent DR study in rhesus monkeys performed
t the National Institute of Ageing (NIA) revealed that DR did not
mprove survival outcomes (Mattison et al., 2012; Austad, 2012),
n contrast with the findings of the study undertaken by the Wis-
onsin National Primate Research Center (WNPRC) by Coman and
olleagues (Colman et al., 2014, 2009). Several differences exist
n terms of experimental design, husbandry and dietary composi-
ion between the NIA and WNPRC studies that may  help explain
he discrepancies in terms the ability of DR to impact on lifes-
an (Partridge, 2012; Selman, 2014). DR both ameliorates and
elays a number of age-associated pathologies in a wide range
f organisms, including protection against metabolic dysfunction
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

e.g. insulin resistance, glucose intolerance, obesity), neurodegera-
ive disease, sarcopenia, osteoporosis and immune dysfunction
Speakman and Mitchell, 2011; Selman, 2014; Masoro, 2005). In
ddition, DR significantly decreases the incidence and progression
 PRESS
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of both spontaneous age-associated and experimentally-induced
cancers (Selman, 2014). Excitingly, despite the ambiguous effects
of DR on lifespan in non-human primates (discussed above), DR
induced protection in non-human primates against a number of
age-associated pathologies, including T2DM, cardiovascular dis-
ease and cancer, and has also been shown to produce a number
of favourable metabolic effects in humans (Fontana and Partridge,
2015; Mattison et al., 2012; Colman et al., 2014, 2009).

Notwithstanding the effects of DR on lifespan and health span
being established for many decades now, the precise mechanisms
driving these effects are still far from clear (Fontana and Partridge,
2015). Indeed, exactly how DR elicits its beneficial affects is likely
to be highly complex, with different dietary interventions capa-
ble of exerting their effects through different mechanisms even
within a single organism (Walker et al., 2005). DR modulates several
signalling pathways and molecules known to modulate lifespan
and health span: members of sirtuin family, insulin/insulin growth
factor-1 and TOR, peroxisome proliferator activated receptor G
coactivator-1 and adenosine monophosphate activated protein
kinase (Lamming, 2014; Testa et al., 2014; Ramis et al., 2015). In
addition, DR also tends to reduce oxidative damage, preserve mito-
chondrial function during ageing, and enhance proteostasis and
stem cell function, which are all implicated in extended health span
and all affected by the various signalling pathways and molecules
described above (Fontana and Partridge, 2015).

However, despite the overall effectiveness of DR on lifespan and
health span in the laboratory, the translation of such intervention
to humans is likely to be confounded the obvious difficulties in
individuals all complying to a DR diet over a protracted period of
life and by the increased heterogeneity of the population. Work is
ongoing to better understand the interaction between DR and, for
example, genetic interventions that also modulate lifespan, what
components of the diet can be restricted to modulate lifespan
and health span (e.g. amino acids), without reductions in calorie
intake. Perhaps DR in combination with nutritional geometry-type
approaches (Piper et al., 2011) may  help identify optimal dietary
interventions for humans, without unwanted side-effects and the
need for life-long restriction. One other potential route to better
understand how DR acts mechanistically is through a compara-
tive approach by studying those animals that show some deviation
away from the ‘DR norm’ in terms of lifespan and health span
(Mulvey et al., 2014). That is, by studying what changes or does
not change under DR in these animals, compared to ‘positive con-
trols’, may  help give additional insights in to the mechanistic nature
of DR, and particularly relevant to humans, help understand better
the potential confounding nature of genetics on the DR response.

Pharmacological interventions are gaining place as a potential
easier alternative for compliance than DR. A number of molecules
targeting oxidative stress, autophagy, inflammation or the effects of
accumulation of senescence cells are emerging together with evi-
dence that they can have positive effects on more than one organ
system in delaying the ageing phenotype (Table 2) and reviewed
in (Riera and Dillin, 2015). In addition a new database of life span
studies has recently been announced, to be hosted at geroprotec-
tors.org. There is an existing catalogue of lifespan studies in animals
at http://lifespandb.sageweb.org.

Very few of these molecules have been thoroughly assessed and
testing poses considerable challenges. We  consider here two  of the
most studied candidates, rapamycin and metformin to illustrate
some of the challenges. Rapamycin targets the mTOR signalling
pathway, an important and evolutionarily conserved player in
longevity regulation and is the most extensively tested among the
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

molecules listed in Table 1. It has been shown to be able to delay
cancer formation in aged mice and extend their lifespan (Miller
et al., 2007; Harrison et al., 2009; Neff et al., 2013). Testing of the
compound’s effects on a wide range of functional parameters used

dx.doi.org/10.1016/j.mad.2016.09.009
http://lifespandb.sageweb.org
http://lifespandb.sageweb.org
http://lifespandb.sageweb.org
http://lifespandb.sageweb.org
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Table  1
Chronic age-related diseases with corresponding disease hallmarks and mechanisms of ageing.

Tissue/cellular alterations Disease hallmarks Mechanisms of ageing

Osteoarthritis (OA) Damaged extracellular matrix
Chondrocyte senescence
(Bjedov et al., 2010)

Cartilage degeneration
Subchondral bone loss
Joint inflammation
Joint pain (Pyo et al.,
2013)

↑ oxidative stress (Bijlsma et al., 2011; Goldring, 2000)
↑  senescence (Brighton and Heppenstall, 1971; Yudoh et al.,
2005)
↑ mitochondrial dysfunction
↑ inflammation (IL-1, IL-6, TNF-�) (Eisenberg et al., 2009;
Loeser et al., 2002)
↓  autophagy (Ruiz-Romero et al., 2009; Grishko et al., 2009)

Osteoporosis Imbalance between bone
formation and resorption (Sharif
et al., 2004)

↓ bone mass (Sharif
et al., 2004)

↑ oxidative stress (Sod1, Sod2, GPx, GST, NOX4) (Chang et al.,
2009; Onal et al., 2013)
↑  inflammation (NFkB, IL-1, IL-6, TNF-�) (Kimble et al., 1995;
Lorenzo et al., 1998)
↓ autophagy (ATG7, Beclin1) (Chen et al., 2003)

Cardiovascular
diseases (CVD)
Atherosclerosis

Arterial stiffening
Compromised vasodilaton (Ong
et al., 2007; Lakatta, 2015)
Accumulation of lipid-laden
macrophages + inflammatory cells
(Ogami et al., 2004)

Atherosclerosis (Zhang
et al., 2010)
↑ risk of

• Myocardial infarction
• angina
• ischemic stroke
• heart failure (Zhang

et al., 2010)

↑ oxidative stress (nitrotyrosine, NOX, mitochondrial
respiration,
↓Nrf2) (Mozaffarian et al., 2015; Sun, 2015; Seals et al., 2014;
Tschudi et al., 1996; Celermajer et al., 1994)
↑ inflammation (NFkB, IL-1, IL-6, TNF-�) (Sun, 2015; Trott
et al., 2011)
↑ senescence (IL-6, MCP1, ICAM1) (Nojiri et al., 2011)
↓  NO vasodilation (Mozaffarian et al., 2015; Matthews et al.,
2006)
↓ autophagy (Beclin1, p62 accumulation) (Goettsch et al.,
2013; Tatchum-Talom and Martin, 2004; Touyz, 2004)

Type  2 Diabetes
Melitus (T2DM)

Inefficient insulin secretion
Abnormal insulin response (Wang
and Bennett, 2012)

Hyperglycemia (Wang
and Bennett, 2012;
Chang and Harley,
1995)
Hemoglobin glycation
↑  risk of

• vascular complica-
tions (i.e. stroke,
coronary heart
disease, retinopathy)

• to develop dementia
(206–209; 213–215)

↑ oxidative stress (Goldfine et al., 2013)
↑ inflammation (NFkB, IL-1, IL-6, TNF-�, CRP, MCP-1) (Wild
et  al., 2016; Tsugane and Inoue, 2010; O’Neill and O’Driscoll,
2015; Barbagallo and Dominguez, 2014; Whitmer, 2007;
Mittal and Katare, 2016; Keane et al., 2015; Cai, 2009; Lumeng
and Saltiel, 2011; Kang et al., 2009; Calegari et al., 2011;
Purkayastha et al., 2011)
↑ mitochondrial dysfunction (ATP, mtDNA, PPAR) (Goldfine
et al., 2013; Uchida et al., 2005; Tavana et al., 2009;
Krishnamurthy et al., 2006)
↑ senescence (Calegari et al., 2011; Pradhan et al., 2001)
↓  autophagy (Armour et al., 2009; Ye, 2013; Park et al., 2014;
Zhou et al., 2011)

Alzheimer’s
disease (AD)

Extensive neurodegeneration
A� deposition (senile plaques)
Tau accumulation (neurofibrillary
tangles) (Rovira-Llopis et al., 2015;
Chu et al., 2015; Shigihara et al.,
2014; Marchetti and Masini, 2009)

Dementia (Muriach
et al., 2014)

↑ oxidative stress (McAlpine et al., 2009)
↑ inflammation (Ly et al., 2013)
↑  mitochondrial dysfunction (Xie et al., 2013)
↑  senescence (Cribbs et al., 2012; Fernandes et al., 2014; Perry
et al., 2010; Norden and Godbout, 2013; Mandrekar and
Landreth, 2010)
↑ proteasome alterations and autophagy (Pan et al., 2011;
Nicoll et al., 2006; Hock et al., 2003; Lin and Beal, 2006;
Andersen, 2004; Pratico et al., 2001; Reddy et al., 2004;
Velliquette et al., 2005)

Parkinson’s disease
(PD)

Loss of dopaminergic neurons,
astrocytes and microgliosis
Lewy bodies (�-syn aggregates)
(Coskun et al., 2004; Hirai et al.,
2001)

Severe motor disability
Impaired quality of life
Shortened life
expectancy
(Querfurth and LaFerla,
2010)

↑ oxidative stress (Reddy et al., 2010; Manczak et al., 2006;
Nixon and Cataldo, 2006; Hara et al., 2006; Komatsu et al.,
2006)
↑ inflammation (Lindersson et al., 2004; Petrucelli et al., 2002;
Hardy, 2003; Fallon et al., 2006; Iwakura et al., 2005; Bertolin
et al., 2015)
↑ mitochondrial dysfunction (�-syn, DJ-1, parkin, PINK1)
(Reddy et al., 2010; Manczak et al., 2006; Nixon and Cataldo,
2006; Hara et al., 2006; Komatsu et al., 2006)
↑ proteasome failure (Cataldo et al., 1991)

t
m
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t
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h
M
i
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o assess health status has shown positive age-dependent improve-
ent only on immune function in the T cell compartment both

n mice following rapamycin treatment (Neff et al., 2013) and in
he elderly when treated for six weeks with a rapamycin analogue
RAD001) (Mannick et al., 2014). Rapamycin has been shown to
ave stimulatory effects on locomotor behaviour (Neff et al., 2013;
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

iller et al., 2011; Wilkinson et al., 2012; Flynn et al., 2013) and
mproves learning and memory (Neff et al., 2013; Majumder et al.,
012; Halloran et al., 2012) across several studies using different
ouse strains and in both males and females. However, simi-
↓  autophagy (LC3, Beclin-1) (Syme et al., 2002; Stern et al.,
2011; Chaudhuri et al., 2006; Lee et al., 2012; Schapira et al.,
1989; Perfeito et al., 2014)

lar effects were observed in young mice questioning whether the
effects observed were modulation of ageing per se (Neff et al., 2013).
More importantly some of the effects have not been reproducible.
For example no significant improvement on index of cardiac func-
tion was  found in the study by Neff et al. (Neff et al., 2013) in
contrast to Flynn et al. (2013) where mice showed a significant
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

improvement in the ejection fraction and significantly less hyper-
trophy than the control group. The discrepancies may  be due to
the small size of the effect, which put into question whether the
effect is of clinical value, differences in study design (longitudi-

dx.doi.org/10.1016/j.mad.2016.09.009


Please cite this article in press as: Figueira, I., et al., Interventions for age-related diseases: Shifting the paradigm. Mech. Ageing Dev.
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

ARTICLE IN PRESSG Model
MAD-10889; No. of Pages 24

14 I. Figueira et al. / Mechanisms of Ageing and Development xxx (2016) xxx–xxx

Table  2
Pharmacological interventions as potential alternatives for compliance to dietary restriction (DR). A number of molecules targeting oxidative stress, autophagy, inflammation
or  the effects of accumulation of senescence cells are summarized, together with evidence that support their positive effects on more than one organ system in delaying the
ageing phenotype.

Molecule Target Modified ageing mechanisms Lifespan extension Healthspan with age/disease
improvement

Human  testing

Rapamycin mTORC1 Autophagy (Berger et al., 2006)
Oxidative stress (Rotte et al.,
2012; Kofman et al., 2012;
Miwa  et al., 2014)

Yes
(reviewed in
(Kaeberlein, 2014))

Cancer prevention
Increase cognition, cardiac
function, insulin sensitivity,
mobility, decreased immune
dysfunction (Neff et al., 2013;
Wilkinson et al., 2012; Flynn
et al., 2013; Fang et al., 2013)

Immunosuppression
Cancer treatment
(Hidalgo and
Rowinsky, 2000)
Prevention of
immunosenes-
cence (Mannick
et al., 2014)

Metformin Reduce hepatic glucose
production
AMPK activation (Zhou et al.,
2001)
Respiratory chain complex I
(El-Mir et al., 2000)

Autophagy
Oxidative stress
Chronic inflammation
(Martin-Montalvo et al., 2013)

Yes
(Martin-Montalvo
et al., 2013)
and in patients
with diabetes
(Bannister et al.,
2014)

Improved mobility, insulin
sensitivity, decreased cataract
formation, cancer
(Martin-Montalvo et al., 2013;
Yin et al., 2011; Anisimov et al.,
2005)

Type 2 diabetes
(Bosi, 2009)
Decrease in cancer
risk (Bodmer et al.,
2010)

17�estradiol Estrogen receptor Oxidative stress (Gelinas et al.,
2004)
Inflammation (Stout et al.,
2016)

Yes, in male mice
(Harrison et al.,
2014)

Neuroprotective (Simpkins
et  al., 1997), Based on
17�estradiol activity
Alzheimer’s disease, Parkinson,
CVD

Tested as
neuroprotector
with conflicting
outcomes (Moos
et al., 2009)

Acarbose �glucosidases inhibitor in the
intestine (Harrison et al., 2014)
Reduce release of glucose

Oxidative stress (Rosen and
Osmers, 2006)

Yes (Harrison et al.,
2014)

Diabetes
Improved voluntary activity in
female mice (Harrison et al.,
2014)
Decrease Myocardial infarct
size (Minatoguchi et al., 2009)

Used for Diabetes,
reduce risk of CVD
(Standl et al., 2014)

NDGA  arachidonic acid
5-lipoxygenase inhibitor

Inflammation (West et al.,
2004)
Oxidative stress (Shishido
et al., 2001)

Yes (Harrison et al.,
2014; Strong et al.,
2008)

Neuroprotective (Shishido
et  al., 2001)
Increase insulin sensitivity
(Reed et al., 1999)
Anti-cancer in vitro (Youngren
et al., 2005)

Used in prostate
cancer patients
with no effects

Aspirin COX inhibitor Inflammation (Kopp and
Ghosh, 1994)
Oxidative stress (Podhaisky
et al., 1997)

Yes male mice only
(Strong et al., 2008)

Reduce CVD,
anti-inflammatory

Non steroidal
anti-inflammatory
and
anti-thrombotic
(prevention of CVD
and stroke) (Group
et al., 1997)

ACE  inhibitors Angiotensin II inhibitors Oxidative stress, mitochondria
survival (Benigni et al., 2009)

Yes in
Agtr1a-/- (Benigni
et al., 2009);
polymorphism
associated with
longevity in
humans (Benigni
et al., 2013)

Decreased cardiac vascular
injury (Benigni et al., 2009)

High blood
pressure

Quercetin Inhibit PI3 K, mTOR, serpines
(Bruning, 2013)

Eliminate senescent cells (Zhu
et al., 2015)

N/A Given in combination with
Quercetin Improved CVD,
mobility
Osteoporosis, frailty (Zhu et al.,
2015)

Approved for
human use but
little evidence of
efficacy in any
application

Dasatinib Tyrosine kinase inhibitor
(Montero et al., 2011)

Induce apoptosis(Bannister
et al., 2014), eliminate
senescence cells (Zhu et al.,
2015)

N/A Given in combination with
quercetin, improved CVD,
mobility
Osteoporosis, frailty (Zhu et al.,
2015)

Cancer treatment
(Talpaz et al., 2006)

ABT263  BCL-2 and BCL-xL inhibitor
(Tse et al., 2008)

Induce apoptosis (Tse et al.,
2008), eliminate senescent
cells (Chang et al., 2016)

N/A Recover fitness of
hematopoietic and muscle
stem cells (Chang et al., 2016)

Cancer treatment
(Gandhi et al.,
2011)

Zoledronate FPP synthase inhibitor Enhance DNA damage repair
(Misra et al., 2016)

Yes in combination
with statin in HGPS
(Varela et al., 2008)
&  patients with
osteoporosis
(Colón-Emeric
et al., 2010)

N/A Osteoporosis,
cancer bone loss
(Russell, 2011)

Methylene Blue Increases activity of
mitochondria complex IV
(Atamna et al., 2008)

Senescence, mitochondrial
activity (Atamna et al., 2008),
oxidative stress

Yes, maximal
lifespan in female
(Harrison et al.,
2014)

Neurodegenerative diseases
(AD, PD) (Yang et al., 2015)

Ifosfamide induced
encephalopathy
(Pelgrims et al.,
1999)

dx.doi.org/10.1016/j.mad.2016.09.009
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Table  2 (Continued)

Molecule Target Modified ageing mechanisms Lifespan extension Healthspan with age/disease
improvement

Human testing

PAI-1 Inhibitors Inhibitors of plasminogen
activator inhibitor-1 (PAI-1)

Induce fibrinolysis, delay
senescence (Eren et al., 2014)

Yes in klotho-/-
mice (Eren et al.,
2014)

Improves renal, lung structure
in klotho-/- mice (Eren et al.,
2014), reduce hypertension,
vascular senescence (Boe et al.,
2013), thrombotic disorders
(Hennan et al., 2005)

Molecules have
been patented but
none has been
trialled in humans
(Fortenberry, 2013)

Mitochondria
targeted
anti-oxidant
peptides (MitoQ
and SS-31)

Increase mitochondrial
biogenesis, anti-oxidant (Kelso
et  al., 2001)

Oxidative stress (Kelso et al.,
2001)

Yes in C. elegans
(MitoQ) (Ng et al.,
2014)

Reduce AD progression
(McManus et al., 2011), PD
(Yang et al., 2009), Improve
muscle weakness (Siegel et al.,
2013) CVD (Dai et al., 2014),
diabetes (Anderson et al., 2009)

SS-31 Ischemia
reperfusion injury
(Chakrabarti et al.,
2013), MitoQ
clinical trial in PD
(Snow et al., 2010)
and liver damage
(Gane et al., 2010)

Minocycline Broad spectrum Tetracycline
antibiotic, inhibits Kynurenine
formation from Tryptophan

Inhibit inflammation (Kelly
et al., 2004), oxidative stress
(Kraus et al., 2005; Morimoto
et al., 2005)

Yes in Drosophila
(Oxenkrug et al.,
2012), C. elegans
(Ye et al., 2014)

Attenuates neurodenegerative
disease (Blum et al., 2004)

Acne vulgaris
(Strauss et al.,
2007)

JAK  inhibitors JAK1 and JAK2 Inhibition of SASP (Xu et al.,
2015)

N/A Improve muscle weakness (Xu
et al., 2015)

Myelofibrosis
(Harrison et al.,
2012; Pardanani
et al., 2013; O’Shea
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al vs cross-sectional), group size, gender (male versus female),
enetic background of the mice, route of delivery and treatment
uration. In this respect prolonged rapamycin treatment resulted

n improved metabolic profiles, increased oxygen consumption and
etogenesis and markedly enhancing insulin sensitivity (Fang et al.,
013). In contrast, mice exposed to a more acute rapamycin treat-
ent showed impaired glucose tolerance (Lamming et al., 2012).
ore importantly signs of nephro- and gonadotoxicity have been

ound following prolonged rapamycin treatment (Neff et al., 2013)
utting into question whether rapamycin’s beneficial effects can
e translated to humans. One major caveat to all the studies is the
se of a single dose of rapamycin and a single regime. Different
ystems may  be sensitive to different doses or length of time of
reatment. More work is required to identify the correct dose, time
nd length of administration so that this is suitable to correct the
any signs of ageing and reduce the side effects (Kaeberlein, 2014).

ignificant research effort is currently being undertaken to identify
afer drugs, termed rapalogs, which can provide all the benefits
f rapamycin on lifespan and healthspan without the unwanted
ide-effects (Lamming et al., 2013).

More recently metformin has taken central stage. It is a clinically
pproved drug commonly prescribed as an anti-hyperglycaemic
gent in the treatment of type 2 diabetes (Campbell et al.,
996). Long-term treatment with low-dose metformin starting

n middle age has been shown to promote healthy ageing and
ongevity in male mice by 4–6%, although a higher dose shortens
ongevity (Martin-Montalvo et al., 2013). A similar small but signif-
cant increase in survival was observed in patients with diabetes
reated with metformin compared to patients without diabetes
Bannister et al., 2014). Metformin has also been shown to improve
lobal metabolic fitness similarly to dietary restriction in aged
ice, resulting in improved endurance, insulin sensitivity, reduced

xidative damage and chronic inflammation, reducing tumorigen-
sis (Martin-Montalvo et al., 2013; Anisimov, 2015) and this was
irrored by a decreased cancer risk in patients with diabetes (Noto

t al., 2012). In addition a recent study linked this antineoplastic
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

ctivity of metformin to inhibition of the SASP by interfering with
roinflammatory NF-�B signalling (Moiseeva et al., 2013). These
vidences led to the FDA approval of a clinical trial to investigate the
ction of metformin on human ageing in the Targeting/Taming Age-
et al., 2015;
Verstovsek et al.,
2012)

ing With Metformin (TAME) study. This is to generate data as proof
of principle that the ageing process can be viewed as an indication
for pharmacological intervention. Metformin success will be judged
by whether it can delay the development of several diseases whose
incidence increases dramatically with age: cardiovascular disease,
cancer, and cognitive decline, along with mortality. Whilst a success
will fast forward research into such interventions, there are con-
cerns that it is too early for such a large trial and more work should
be performed to thoroughly assess the effects of these molecules on
multiple systems, their reproducibility and their safety profile for
prolonged doses in healthy individuals in a heterogeneous popula-
tion as this is largely unknown. Particular consideration should be
given to the age-group and some of the problems related to drug
dosing and pharmacokinetics. For example metformin is renally
excreted and renal impairment is more common in the elderly. In
addition such trials are very expensive and cannot represent the
way these drugs will be tested. More work needs to be performed
to identify clinical situations and biomarkers that allow testing
over a shorter period of time and design of preclinical intervention
programmes that are standardised and reflect clinical endpoints.

6. Conclusions

The ultimate goal of geroscience, the field that investigate the
relationship between ageing and age-related disorders, is to devise
intervention strategies to prolong health span rather than treating
individual diseases. Whilst proof-of-concept studies are available in
support of such a strategy, there are great challenges ahead. A more
systematic investigation of the mechanisms of ageing leading to
multiple diseases is required to understand the key nodes to target
for intervention and to identify biomarkers for both stratification
of patients requiring interventions and monitoring of their effi-
cacy. Pharmacological interventions need to be thoroughly tested
in preclinical studies using multiple models, exposed to clinically
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

relevant stresses according to standardised methodologies with
endpoints that are clinically meaningful. Large infrastructures are
required to support the size of the studies that will involve multiple
dosing, regimens, models and interdisciplinary expertise.

dx.doi.org/10.1016/j.mad.2016.09.009
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ara a Ciência e Tecnologia (FCT, Portugal), SFRH/BPD/76642/2011
nd SFRH/BD/86584/2012, respectively.

eferences

beliovich, A., 2010. Parkinson’s disease: mitochondrial damage control. Nature
463,  744–745.

costa, J.C., Banito, A., Wuestefeld, T., Georgilis, A., Janich, P., Morton, J.P., Athineos,
D.,  Kang, T.W., Lasitschka, F., Andrulis, M.,  et al., 2013. A complex secretory
program orchestrated by the inflammasome controls paracrine senescence.
Nat. Cell Biol. 15, 978–990.

dams, P.D., 2009. Healing and hurting: molecular mechanisms, functions, and
pathologies of cellular senescence. Mol. Cell 36, 2–14.

dler, A.I., Stevens, R.J., Manley, S.E., Bilous, R.W., Cull, C.A., Holman, R.R., Ukpds, G.,
2003. Development and progression of nephropathy in type 2 diabetes: the
United Kingdom prospective diabetes study (UKPDS 64). Kidney Int. 63,
225–232.

igner, T., Hemmel, M.,  Neureiter, D., Gebhard, P.M., Zeiler, G., Kirchner, T.,
McKenna, L., 2001. Apoptotic cell death is not a widespread phenomenon in
normal aging and osteoarthritis human articular knee cartilage: a study of
proliferation, programmed cell death (apoptosis), and viability of chondrocytes
in normal and osteoarthritic human knee cartilage. Arthritis Rheum. 44,
1304–1312.

kbar, A.N., Henson, S.M., 2011. Are senescence and exhaustion intertwined or
unrelated processes that compromise immunity? Nat. Rev. Immunol. 11,
289–295.

lmeida, M.,  Han, L., Martin-Millan, M.,  Plotkin, L.I., Stewart, S.A., Roberson, P.K.,
Kousteni, S., O’Brien, C.A., Bellido, T., Parfitt, A.M., et al., 2007. Skeletal
involution by age-associated oxidative stress and its acceleration by loss of sex
steroids. J. Biol. Chem. 282, 27285–27297.

lvers, A.L., Wood, M.S., Hu, D., Kaywell, A.C., Dunn, W.A., Aris, J.P., 2009.
Autophagy is required for extension of yeast chronological life span by
rapamycin. Autophagy 5, 847–849.

mutha, A., Mohan, V., 2016. Diabetes complications in childhood and adolescent
onset type 2 diabetes—a review. J. Diabetes Complicat. 30 (5), 951–957.

ndersen, J.K., 2004. Oxidative stress in neurodegeneration: cause or
consequence? Nat. Med. 10 (Suppl), S18–S25.

nderson, E.J., Lustig, M.E., Boyle, K.E., Woodlief, T.L., Kane, D.A., Lin, C.T., Price,
J.W., Kang, L., Rabinovitch, P.S., Szeto, H.H., et al., 2009. Mitochondrial H2O2
emission and cellular redox state link excess fat intake to insulin resistance in
both rodents and humans. J. Clin. Invest., 119.

nisimov, V.N., Berstein, L.M., Egormin, P.A., Piskunova, T.S., Popovich, I.G.,
Zabezhinski, M.A., Kovalenko, I.G., Poroshina, T.E., Semenchenko, A.V.,
Provinciali, M.,  et al., 2005. Effect of metformin on life span and on the
development of spontaneous mammary tumors in HER-2/neu transgenic mice.
Exp.  Gerontol. 40, 685–693.

nisimov, V.N., 2015. Metformin for cancer and aging prevention: is it a time to
make the long story short? Oncotarget 6, 39398–39407.

rmour, S.M., Baur, J.A., Hsieh, S.N., Land-Bracha, A., Thomas, S.M., Sinclair, D.A.,
2009. Inhibition of mammalian S6 kinase by resveratrol suppresses autophagy.
Aging (Albany N. Y.) 1, 515–528.

tamna, H., Nguyen, A., Schultz, C., Boyle, K., Newberry, J., Kato, H., Ames, B.N.,
2008. Methylene blue delays cellular senescence and enhances key
mitochondrial biochemical pathways. FASEB J. 22, 703–712.

ustad, S.N., 2012. Ageing: mixed results for dieting monkeys. Nature 489,
210–211.

ai, J., Rodriguez, A.M., Melendez, J.A., Cederbaum, A.I., 1999. Overexpression of
catalase in cytosolic or mitochondrial compartment protects HepG2Cells
against oxidative injury. J. Biol. Chem. 274, 26217–26224.

aker, D.J., Wijshake, T., Tchkonia, T., LeBrasseur, N.K., Childs, B.G., van de Sluis, B.,
Kirkland, J.L., van Deursen, J.M., 2011. Clearance of p16Ink4a-positive
senescent cells delays ageing-associated disorders. Nature 479, 232–236.

aker, D.J., Childs, B.G., Durik, M.,  Wijers, M.E., Sieben, C.J., Zhong, J.A., Saltness, R.,
Jeganathan, K.B., Verzosa, G.C., Pezeshki, A., et al., 2016. Naturally occurring
p16Ink4a-positive cells shorten healthy lifespan. Nature 530, 184–189.
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

annister, C.A., Holden, S.E., Jenkins-Jones, S., Morgan, C.L., Halcox, J.P.,
Schernthaner, G., Mukherjee, J., Currie, C.J., 2014. Can people with type 2
diabetes live longer than those without? A comparison of mortality in people
initiated with metformin or sulphonylurea monotherapy and matched,
non-diabetic controls. Diabetes Obes. Metab. 11, 1165–1173.
 PRESS
d Development xxx (2016) xxx–xxx

Barbagallo, M., Dominguez, L.J., 2014. Type 2 diabetes mellitus and Alzheimer’s
disease. World J. Diabetes 5, 889–893.

Barnett, K., Mercer, S.W., Norbury, M.,  Watt, G., Wyke, S., Guthrie, B., 2012.
Epidemiology of multimorbidity and implications for health care, research, and
medical education: a cross-sectional study. Lancet 380, 37–43.

Benigni, A., Corna, D., Zoja, C., Sonzogni, A., Latini, R., Salio, M.,  Conti, S., Rottoli, D.,
Longaretti, L., Cassis, P., et al., 2009. Disruption of the Ang II type 1 receptor
promotes longevity in mice. J. Clin. Invest. 119, 524–530.

Benigni, A., Orisio, S., Noris, M.,  Iatropoulos, P., Castaldi, D., Kamide, K., Rakugi, H.,
Arai, Y., Todeschini, M.,  Ogliari, G., et al., 2013. Variations of the angiotensin II
type 1 receptor gene are associated with extreme human longevity. Age
(Dordr.) 35, 993–1005.

Berger, Z., Ravikumar, B., Menzies, F.M., Oroz, L.G., Underwood, B.R., Pangalos,
M.N., Schmitt, I., Wullner, U., Evert, B.O., O’Kane, C.J., et al., 2006. Rapamycin
alleviates toxicity of different aggregate-prone proteins. Hum. Mol. Genet. 15,
433–442.

Bernal, G.M., Wahlstrom, J.S., Crawley, C.D., Cahill, K.E., Pytel, P., Liang, H., Kang, S.,
Weichselbaum, R.R., Yamini, B., 2014. Loss of Nfkb1 leads to early onset aging.
Aging (Albany N. Y.) 6, 931–943.

Bertolin, G., Jacoupy, M.,  Traver, S., Ferrando-Miguel, R., Saint Georges, T., Grenier,
K.,  Ardila-Osorio, H., Muriel, M.P., Takahashi, H., Lees, A.J., et al., 2015. Parkin
maintains mitochondrial levels of the protective Parkinson’s disease-related
enzyme 17-beta hydroxysteroid dehydrogenase type 10. Cell Death Differ. 22,
1563–1576.

Biagi, E., Nylund, L., Candela, M.,  Ostan, R., Bucci, L., Pini, E., Nikkila, J., Monti, D.,
Satokari, R., Franceschi, C., et al., 2010. Through ageing, and beyond: gut
microbiota and inflammatory status in seniors and centenarians. PLoS One 5,
e10667.

Bijlsma, J.W., Berenbaum, F., Lafeber, F.P., 2011. Osteoarthritis: an update with
relevance for clinical practice. Lancet 377, 2115–2126.

Bjedov, I., Toivonen, J.M., Kerr, F., Slack, C., Jacobson, J., Foley, A., Partridge, L., 2010.
Mechanisms of life span extension by rapamycin in the fruit fly Drosophila
melanogaster. Cell Metab. 11, 35–46.

Blum, D., Chtarto, A., Tenenbaum, L., Brotchi, J., Levivier, M., 2004. Clinical potential
of  minocycline for neurodegenerative disorders. Neurobiol. Dis. 17, 359–366.

Bodmer, M.,  Meier, C., Krahenbuhl, S., Jick, S.S., Meier, C.R., 2010. Long-term
metformin use is associated with decreased risk of breast cancer. Diabetes Care
33, 1304–1308.

Bodnar, A.G., Ouellette, M.,  Frolkis, M.,  Holt, S.E., Chiu, C.P., Morin, G.B., Harley, C.B.,
Shay, J.W., Lichtsteiner, S., Wright, W.E., 1998. Extension of life-span by
introduction of telomerase into normal human cells. Science 279, 349–352.

Boe, A.E., Eren, M.,  Murphy, S.B., Kamide, C.E., Ichimura, A., Terry, D., McAnally, D.,
Smith, L.H., Miyata, T., Vaughan, D.E., 2013. Plasminogen activator inhibitor-1
antagonist TM5441 attenuates Nomega-nitro-L-arginine methyl ester-induced
hypertension and vascular senescence. Circulation 128, 2318–2324.

Bosi, E., 2009. Metformin–the gold standard in type 2 diabetes: what does the
evidence tell us? Diabetes Obes. Metab. 11 (Suppl 2), 3–8.

Bouderlique, T., Vuppalapati, K.K., Newton, P.T., Li, L., Barenius, B., Chagin, A.S.,
2015. Targeted deletion of Atg5 in chondrocytes promotes age-related
osteoarthritis. Ann. Rheum. Dis. 75 (3), 627–631.

Boudina, S., Sena, S., Theobald, H., Sheng, X., Wright, J.J., Hu, X.X., Aziz, S., Johnson,
J.I.,  Bugger, H., Zaha, V.G., et al., 2007. Mitochondrial energetics in the heart in
obesity-related diabetes: direct evidence for increased uncoupled respiration
and activation of uncoupling proteins. Diabetes 56, 2457–2466.

Boveris, A., Cadenas, E., 1975. Mitochondrial production of superoxide anions and
its  relationship to the antimycin insensitive respiration. FEBS Lett. 54, 311–314.

Boveris, A., 1977. Mitochondrial production of superoxide radical and hydrogen
peroxide. Adv. Exp. Med. Biol. 78, 67–82.

Brighton, C.T., Heppenstall, R.B., 1971. Oxygen tension in zones of the epiphyseal
plate, the metaphysis and diaphysis. An in vitro and in vivo study in rats and
rabbits. J. Bone Joint Surg. Am.  53, 719–728.

Bruning, A., 2013. Inhibition of mTOR signaling by quercetin in cancer treatment
and prevention. Anticancer Agents Med. Chem. 13, 1025–1031.

Bruunsgaard, H., Andersen-Ranberg, K., Jeune, B., Pedersen, A.N., Skinhoj, P.,
Pedersen, B.K., 1999. A high plasma concentration of TNF-alpha is associated
with dementia in centenarians. J. Gerontol. A. Biol. Sci. Med. Sci. 54,
M357–M364.

Burrage, P.S., Mix, K.S., Brinckerhoff, C.E., 2006. Matrix metalloproteinases: role in
arthritis. Front. Biosci. 11, 529–543.

Busciglio, J., Pelsman, A., Wong, C., Pigino, G., Yuan, M.,  Mori, H., Yankner, B.A.,
2002. Altered metabolism of the amyloid beta precursor protein is associated
with mitochondrial dysfunction in Down’s syndrome. Neuron 33, 677–688.

Butler, D., Bahr, B.A., 2006. Oxidative stress and lysosomes: CNS-related
consequences and implications for lysosomal enhancement strategies and
induction of autophagy. Antioxid. Redox Signal. 8, 185–196.

Cade, W.T., 2008. Diabetes-related microvascular and macrovascular diseases in
the  physical therapy setting. Phys. Ther. 88, 1322–1335.

Cai, D., Liu, T., 2012. Inflammatory cause of metabolic syndrome via brain stress
and NF-kappaB. Aging (Albany N. Y.) 4, 98–115.

Cai, D., 2009. NFkappaB-mediated metabolic inflammation in peripheral tissues
versus central nervous system. Cell Cycle 8, 2542–2548.
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

Caldeira, C., Oliveira, A.F., Cunha, C., Vaz, A.R., Falcao, A.S., Fernandes, A., Brites, D.,
2014. Microglia change from a reactive to an age-like phenotype with the time
in  culture. Front. Cell. Neurosci. 8, 152.

dx.doi.org/10.1016/j.mad.2016.09.009
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0245


 ING Model
M

ing an

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

C

ARTICLEAD-10889; No. of Pages 24

I. Figueira et al. / Mechanisms of Age

alegari, V.C., Torsoni, A.S., Vanzela, E.C., Araújo, E.P., Morari, J., Zoppi, C.C., Sbragia,
L.,  Boschero, A.C., Velloso, L.A., 2011. Inflammation of the hypothalamus leads
to  defective pancreatic islet function. J. Biol. Chem. 286, 12870–12880.

ampbell, R.K., White Jr., J.R., Saulie, B.A., 1996. Metformin: a new oral biguanide.
Clin. Ther. 18, 360–371, discussion 359.

ampos, C., Pera, A., Lopez-Fernandez, I., Alonso, C., Tarazona, R., Solana, R., 2014.
Proinflammatory status influences NK cells subsets in the elderly. Immunol.
Lett. 162, 298–302.

aramés, B., Taniguchi, N., Otsuki, S., Blanco, F.J., Lotz, M.,  2010. Autophagy is a
protective mechanism in normal cartilage and its aging-related loss is linked
with cell death and osteoarthritis. Arthritis Rheum. 62, 791–801.

ataldo, A.M., Paskevich, P.A., Kominami, E., Nixon, R.A., 1991. Lysosomal
hydrolases of different classes are abnormally distributed in brains of patients
with Alzheimer disease. Proc. Natl. Acad. Sci. U. S. A. 88, 10998–11002.

ataldo, A.M., Peterhoff, C.M., Schmidt, S.D., Terio, N.B., Duff, K., Beard, M.,
Mathews, P.M., Nixon, R.A., 2004. Presenilin mutations in familial Alzheimer
disease and transgenic mouse models accelerate neuronal lysosomal
pathology. J. Neuropathol. Exp. Neurol. 63, 821–830.

atalgol, B., Ziaja, I., Breusing, N., Jung, T., Höhn, A., Alpertunga, B., Schroeder, P.,
Chondrogianni, N., Gonos, E.S., Petropoulos, I., et al., 2009. The proteasome is
an  integral part of solar ultraviolet a radiation-induced gene expression. J. Biol.
Chem. 284, 30076–30086.

elermajer, D.S., Sorensen, K.E., Spiegelhalter, D.J., Georgakopoulos, D., Robinson, J.,
Deanfield, J.E., 1994. Aging is associated with endothelial dysfunction in
healthy men  years before the age-related decline in women. J. Am.  Coll.
Cardiol. 24, 471–476.

erasoli, E., Ryadnov, M.G., Austen, B.M., 2015. The elusive nature and diagnostics
of  misfolded Abeta oligomers. Front. Chem. 3, 17.

eriello, A., Quagliaro, L., Catone, B., Pascon, R., Piazzola, M.,  Bais, B., Marra, G.,
Tonutti, L., Taboga, C., Motz, E., 2002. Role of hyperglycemia in nitrotyrosine
postprandial generation. Diabetes Care 25, 1439–1443.

hakrabarti, A.K., Feeney, K., Abueg, C., Brown, D.A., Czyz, E., Tendera, M.,  Janosi, A.,
Giugliano, R.P., Kloner, R.A., Weaver, W.D., et al., 2013. Rationale and design of
the EMBRACE STEMI study: a phase 2a, randomized, double-blind,
placebo-controlled trial to evaluate the safety, tolerability and efficacy of
intravenous Bendavia on reperfusion injury in patients treated with standard
therapy including primary percutaneous coronary intervention and stenting
for  ST-segment elevation myocardial infarction. Am.  Heart J. 165.

handeck, C., Mooi, W.J., 2010. Oncogene-induced cellular senescence. Adv. Anat.
Pathol. 17, 42–48.

hang, E., Harley, C.B., 1995. Telomere length and replicative aging in human
vascular tissues. Proc. Natl. Acad. Sci. U. S. A. 92, 11190–11194.

hang, J., Wang, Z., Tang, E., Fan, Z., McCauley, L., Franceschi, R., Guan, K.,
Krebsbach, P.H., Wang, C.Y., 2009. Inhibition of osteoblastic bone formation by
nuclear factor-kappaB. Nat. Med. 15, 682–689.

hang, J., Wang, Y., Shao, L., Laberge, R.-M., Demaria, M.,  Campisi, J., Janakiraman,
K., Sharpless, N.E., Ding, S., Feng, W.,  et al., 2016. Clearance of senescent cells by
ABT263 rejuvenates aged hematopoietic stem cells in mice. Nat. Med. 22,
78–83.

haudhuri, K.R., Healy, D.G., Schapira, A.H.V., 2006. Non-motor symptoms of
Parkinson’s disease: diagnosis and management. Lancet Neurol. 5, 235–245.

hebel, A., Bauwens, S., Gerland, L.M., Belleville, A., Urbanowicz, I., de Climens, A.R.,
Tourneur, Y., Chien, W.W.,  Catallo, R., Salles, G., et al., 2009. Telomere
uncapping during in vitro T-lymphocyte senescence. Aging Cell 8 (1), 52–64.

hen, Y., Klionsky, D.J., 2011. The regulation of autophagy—unanswered questions.
J.  Cell Sci. 124, 161–170.

hen, H.Y., Chen, W.C., Wu,  M.C., Tsai, F.J., Lin, C.C., 2003. Interleukin-1beta and
interleukin-1 receptor antagonist gene polymorphism in postmenopausal
women: correlation to bone mineral density and susceptibility to osteoporosis.
Maturitas 44, 49–54.

hondrogianni, N., Stratford, F.L.L., Trougakos, I.P., Friguet, B., Rivett, A.J., Gonos,
E.S., 2003. Central role of the proteasome in senescence and survival of human
fibroblasts: induction of a senescence-like phenotype upon its inhibition and
resistance to stress upon its activation. J. Biol. Chem. 278, 28026–28037.

hondrogianni, N., Tzavelas, C., Pemberton, A.J., Nezis, I.P., Rivett, A.J., Gonos, E.S.,
2005. Overexpression of proteasome �5 assembled subunit increases the
amount of proteasome and confers ameliorated response to oxidative stress
and  higher survival rates. J. Biol. Chem. 280, 11840–11850.

hondrogianni, N., Petropoulos, I., Grimm, S., Georgila, K., Catalgol, B., Friguet, B.,
Grune, T., Gonos, E.S., 2014. Protein damage, repair and proteolysis. Mol.
Aspects Med. 35, 1–71.

hondrogianni, N., Voutetakis, K., Kapetanou, M.,  Delitsikou, V., Papaevgeniou, N.,
Sakellari, M.,  Lefaki, M.,  Filippopoulou, K., Gonos, E.S., 2015. Proteasome
activation: an innovative promising approach for delaying aging and retarding
age-related diseases. Ageing Res. Rev. 23 (Part A), 37–55.

hu, K.Y., O’Reilly, L., Ramm,  G., Biden, T.J., 2015. High-fat diet increases autophagic
flux in pancreatic beta cells in vivo and ex vivo in mice. Diabetologia 58,
2074–2078.

hung, H.W., Seo, J.S., Hur, S.E., Kim, H.L., Kim, J.Y., Jung, J.H., Kim, L.H., Park, B.L.,
Shin, H.D., 2003. Association of interleukin-6 promoter variant with bone
mineral density in pre-menopausal women. J. Hum. Genet. 48, 243–248.
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

hung, K.W., Kim, D.H., Park, M.H., Choi, Y.J., Kim, N.D., Lee, J., Yu, B.P., Chung, H.Y.,
2013. Recent advances in calorie restriction research on aging. Exp. Gerontol.
48, 1049–1053.
 PRESS
d Development xxx (2016) xxx–xxx 17

Clambey, E.T., van Dyk, L.F., Kappler, J.W., Marrack, P., 2005. Non-malignant clonal
expansions of CD8+ memory T cells in aged individuals. Immunol. Rev. 205,
170–189.

Colón-Emeric, C.S., Mesenbrink, P., Lyles, K.W., Pieper, C.F., Boonen, S., Delmas, P.,
Eriksen, E.F., Magaziner, J., 2010. Potential mediators of the mortality reduction
with zoledronic acid after hip fracture. J. Bone Miner. Res. 25, 91–97.

Cole, S.L., Vassar, R., 2007. The basic biology of BACE1: a key therapeutic target for
alzheimer’s disease. Curr. Genomics 8, 509–530.

Colman, R.J., Anderson, R.M., Johnson, S.C., Kastman, E.K., Kosmatka, K.J., Beasley,
T.M., Allison, D.B., Cruzen, C., Simmons, H.A., Kemnitz, J.W., et al., 2009. Caloric
restriction delays disease onset and mortality in rhesus monkeys. Science 325,
201–204.

Colman, R.J., Beasley, T.M., Kemnitz, J.W., Johnson, S.C., Weindruch, R., Anderson,
R.M., 2014. Caloric restriction reduces age-related and all-cause mortality in
rhesus monkeys. Nat. Commun. 5, 3557.

Cooke, M.S., Evans, M.D., Dizdaroglu, M.,  Lunec, J., 2003. Oxidative DNA damage:
mechanisms, mutation, and disease. FASEB J. 17, 1195–1214.

Coppe, J.P., Desprez, P.Y., Krtolica, A., Campisi, J., 2010. The senescence-associated
secretory phenotype: the dark side of tumor suppression. Annu. Rev. Pathol. 5,
99–118.

Correia-Melo, C., Passos, J.F., 2015. Mitochondria: are they causal players in cellular
senescence? Biochim. Biophys. Acta.

Coskun, P.E., Beal, M.F., Wallace, D.C., 2004. Alzheimer’s brains harbor somatic
mtDNA control-region mutations that suppress mitochondrial transcription
and replication. Proc. Natl. Acad. Sci. U. S. A., 101.

Costes, S., Gurlo, T., Rivera, J.F., Butler, P.C., 2014. UCHL1 deficiency exacerbates
human islet amyloid polypeptide toxicity in Î2-cells: evidence of interplay
between the ubiquitin/proteasome system and autophagy. Autophagy 10,
1004–1014.

Cribbs, D.H., Berchtold, N.C., Perreau, V., Coleman, P.D., Rogers, J., Tenner, A.J.,
Cotman, C.W., 2012. Extensive innate immune gene activation accompanies
brain aging, increasing vulnerability to cognitive decline and
neurodegeneration: a microarray study. J. Neuroinflammation 9.

Csiszar, A., Labinskyy, N., Smith, K., Rivera, A., Orosz, Z., Ungvari, Z., 2007.
Vasculoprotective effects of anti-tumor necrosis factor-alpha treatment in
aging. Am.  J. Pathol. 170, 388–398.

Csiszar, A., Wang, M.,  Lakatta, E.G., Ungvari, Z., 2008. Inflammation and endothelial
dysfunction during aging: role of NF-kappaB. J. Appl. Physiol. (1985) 105,
1333–1341.

Cuervo, A.M., Stefanis, L., Fredenburg, R., Lansbury, P.T., Sulzer, D., 2004. Impaired
degradation of mutant alpha-synuclein by chaperone-mediated autophagy.
Science 305, 1292–1295.

DaRocha-Souto, B., Coma, M.,  Pérez-Nievas, B.G., Scotton, T.C., Siao, M.,
SÃ¡nchez-Ferrer, P., Hashimoto, T., Fan, Z., Hudry, E., Barroeta, I., et al., 2012.
Activation of glycogen synthase kinase-3 beta mediates Î2-amyloid induced
neuritic damage in Alzheimer’s disease(,). Neurobiol. Dis. 45, 425–437.

Dadakhujaev, S., Noh, H.S., Jung, E.J., Cha, J.Y., Baek, S.M., Ha, J.H., Kim, D.R., 2010.
Autophagy protects the rotenone-induced cell death in alpha-synuclein
overexpressing SH-SY5Y cells. Neurosci. Lett. 472, 47–52.

Dai, D.F., Chen, T., Johnson, S.C., Szeto, H., Rabinovitch, P.S., 2012. Cardiac aging:
from molecular mechanisms to significance in human health and disease.
Antioxid. Redox Signal. 16, 1492–1526.

Dai, D.-F., Chiao, Y.A., Marcinek, D.J., Szeto, H.H., Rabinovitch, P.S., 2014.
Mitochondrial oxidative stress in aging and healthspan. Longev. Healthspan 3,
1–22.

Delsite, R.L., Rasmussen, L.J., Rasmussen, A.K., Kalen, A., Goswami, P.C., Singh, K.K.,
2003. Mitochondrial impairment is accompanied by impaired oxidative DNA
repair in the nucleus. Mutagenesis 18, 497–503.

Dickson, D.W., Farlo, J., Davies, P., Crystal, H., Fuld, P., Yen, S.H., 1988. Alzheimer’s
disease. A double-labeling immunohistochemical study of senile plaques. Am.
J.  Pathol. 132, 86–101.

Dimri, G.P., Lee, X., Basile, G., Acosta, M.,  Scott, G., Roskelley, C., Medrano, E.E.,
Linskens, M., Rubelj, I., Pereira-Smith, O., et al., 1995. A biomarker that
identifies senescent human cells in culture and in aging skin in vivo. Proc. Natl.
Acad. Sci. U. S. A. 92, 9363–9367.

Donato, A.J., Eskurza, I., Silver, A.E., Levy, A.S., Pierce, G.L., Gates, P.E., Seals, D.R.,
2007. Direct evidence of endothelial oxidative stress with aging in humans:
relation to impaired endothelium-dependent dilation and upregulation of
nuclear factor-kappaB. Circ. Res. 100, 1659–1666.

Donato, A.J., Black, A.D., Jablonski, K.L., Gano, L.B., Seals, D.R., 2008. Aging is
associated with greater nuclear NF kappa B, reduced I kappa B alpha, and
increased expression of proinflammatory cytokines in vascular endothelial
cells of healthy humans. Aging Cell 7, 805–812.

Dyck, P.J., Kratz, K.M., Karnes, J.L., Litchy, W.J., Klein, R., Pach, J.M., Wilson, D.M.,
O’Brien, P.C., Melton, L.J., Service, 3rd, 1993. The prevalence by staged severity
of  various types of diabetic neuropathy, retinopathy, and nephropathy in a
population-based cohort: the rochester diabetic neuropathy study. Neurology
43, 817.

Eickhoff, J.E., Cotten, M.,  2005. NF-�B activation can mediate inhibition of human
cytomegalovirus replication. J. Gen. Virol. 86, 285–295.

Eisenberg, T., Knauer, H., Schauer, A., Buttner, S., Ruckenstuhl, C.,
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

Carmona-Gutierrez, D., Ring, J., Schroeder, S., Magnes, C., Antonacci, L., et al.,
2009. Induction of autophagy by spermidine promotes longevity. Nat. Cell Biol.
11, 1305–1314.

dx.doi.org/10.1016/j.mad.2016.09.009
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0340
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0505


 ING Model
M

1 ing an

E

E

E

E

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

F

ARTICLEAD-10889; No. of Pages 24

8 I. Figueira et al. / Mechanisms of Age

l-Mir, M.Y., Nogueira, V., Fontaine, E., Averet, N., Rigoulet, M.,  Leverve, X., 2000.
Dimethylbiguanide inhibits cell respiration via an indirect effect targeted on
the  respiratory chain complex I. J. Biol. Chem. 275, 223–228.

manuele, E., Minoretti, P., Sanchis-Gomar, F., Pareja-Galeano, H., Yilmaz, Y.,
Garatachea, N., Lucia, A., 2014. Can enhanced autophagy be associated with
human longevity? Serum levels of the autophagy biomarker beclin-1 are
increased in healthy centenarians. Rejuvenation Res. 17, 518–524.

ren, M.,  Boe, A.E., Murphy, S.B., Place, A.T., Nagpal, V., Morales-Nebreda, L., Urich,
D., Quaggin, S.E., Budinger, G.R.S., Mutlu, G.M., et al., 2014. PAI-1–regulated
extracellular proteolysis governs senescence and survival in Klotho mice. Proc.
Natl. Acad. Sci. 111, 7090–7095.

sposito, L.A., Melov, S., Panov, A., Cottrell, B.A., Wallace, D.C., 1999. Mitochondrial
disease in mouse results in increased oxidative stress. Proc. Natl. Acad. Sci. U. S.
A.  96, 4820–4825.

abbri, E., An, Y., Zoli, M.,  Simonsick, E.M., Guralnik, J.M., Bandinelli, S., Boyd, C.M.,
Ferrucci, L., 2015a. Aging and the burden of multimorbidity: associations with
inflammatory and anabolic hormonal biomarkers. J. Gerontol. A. Biol. Sci. Med.
Sci.  70, 63–70.

abbri, E., An, Y., Schrack, J.A., Gonzalez-Freire, M.,  Zoli, M.,  Simonsick, E.M.,
Guralnik, J.M., Boyd, C.M., Studenski, S.A., Ferrucci, L., 2015b. Energy
metabolism and the burden of multimorbidity in older adults: results from the
baltimore longitudinal study of aging. J. Gerontol. Ser. A: Biol. Sci. Med. Sci. 70,
1297–1303.

abbri, E., Zoli, M.,  Gonzalez-Freire, M.,  Salive, M.E., Studenski, S.A., Ferrucci, L.,
2015c. Aging and multimorbidity: new tasks priorities, and frontiers for
integrated gerontological and clinical research. J. Am.  Med. Dir. Assoc. 16,
640–647.

allon, L., Belanger, C.M., Corera, A.T., Kontogiannea, M.,  Regan-Klapisz, E., Moreau,
F.,  Voortman, J., Haber, M.,  Rouleau, G., Thorarinsdottir, T., et al., 2006. A
regulated interaction with the UIM protein Eps15 implicates parkin in EGF
receptor trafficking and PI(3)K-Akt signalling. Nat. Cell Biol. 8, 834–842.

ang, Y.-Z., Yang, S., Wu,  G., 2002. Free radicals, antioxidants, and nutrition.
Nutrition 18, 872–879.

ang, Y., Westbrook, R., Hill, C., Boparai, R.K., Arum, O., Spong, A., Wang, F., Javors,
M.A., Chen, J., Sun, L.Y., et al., 2013. Duration of rapamycin treatment has
differential effects on metabolism in mice. Cell Metab. 17, 456–462.

ernandes, A., Miller-Fleming, L., Pais, T.F., 2014. Microglia and inflammation:
conspiracy, controversy or control? Cell. Mol. Life Sci. 71, 3969–3985.

inley, D., 2009. Recognition and processing of ubiquitin-protein conjugates by the
proteasome. Annu. Rev. Biochem. 78, 477–513.

ishman, D., Faulds, G., Jeffery, R., Mohamed-Ali, V., Yudkin, J.S., Humphries, S.,
Woo, P., 1998. The effect of novel polymorphisms in the interleukin-6 (IL-6)
gene on IL-6 transcription and plasma IL-6 levels, and an association with
systemic-onset juvenile chronic arthritis. J. Clin. Invest. 102, 1369–1376.

leming, A., Noda, T., Yoshimori, T., Rubinsztein, D.C., 2011. Chemical modulators
of  autophagy as biological probes and potential therapeutics. Nat. Chem. Biol.
7,  9–17.

lynn, J.M., O’Leary, M.N., Zambataro, C.A., Academia, E.C., Presley, M.P., Garrett,
B.J., Zykovich, A., Mooney, S.D., Strong, R., Rosen, C.J., et al., 2013. Late-life
rapamycin treatment reverses age-related heart dysfunction. Aging Cell 12,
851–862.

olick, A., Oakley, H.D., Yu, Y., Armstrong, E.H., Kumari, M.,  Sanor, L., Moore, D.D.,
Ortlund, E.A., Zechner, R., Wang, M.C., 2015. Lysosomal signaling molecules
regulate longevity in caenorhabditis elegans. Science (New York, N. Y.) 347,
83–86.

ontana, L., Partridge, L., 2015. Promoting health and longevity through diet: from
model organisms to humans. Cell 161, 106–118.

ontova, R., Gutierrez, C., Vendrell, J., Broch, M.,  Vendrell, I., Simon, I.,
Fernandez-Real, J.M., Richart, C., 2002. Bone mineral mass is associated with
interleukin 1 receptor autoantigen and TNF-alpha gene polymorphisms in
post-menopausal Mediterranean women. J. Endocrinol. Invest. 25, 684–690.

ortenberry, Y.M., 2013. Plasminogen activator inhibitor-1 inhibitors: a patent
review (2006-present). Expert Opin. Ther. Pat. 23, 801–815.

ortin, M., Lapointe, L., Hudon, C., Vanasse, A., Ntetu, A.L., Maltais, D., 2004.
Multimorbidity and quality of life in primary care: a systematic review. Health
Qual. Life Outcomes 2, 51.

ortin, M., Soubhi, H., Hudon, C., Bayliss, E.A., van den Akker, M., 2007.
Multimorbidity’s many challenges. BMJ: Br. Med. J. 334, 1016–1017.

ortin, M., Stewart, M.,  Poitras, M.E., Almirall, J., Maddocks, H., 2012. A systematic
review of prevalence studies on multimorbidity: toward a more uniform
methodology. Ann. Fam. Med. 10, 142–151.

ranceschi, C., Campisi, J., 2014. Chronic inflammation (inflammaging) and its
potential contribution to age-associated diseases. J. Gerontol. Ser. A: Biol. Sci.
Med. Sci. 69, S4–S9.

ranceschi, C., Capri, M.,  Monti, D., Giunta, S., Olivieri, F., Sevini, F., Panourgia, M.P.,
Invidia, L., Celani, L., Scurti, M.,  et al., 2007. Inflammaging and
anti-inflammaging: a systemic perspective on aging and longevity emerged
from studies in humans. Mech. Ageing Dev. 128, 92–105.

rasca, D., Blomberg, B.B., 2015. Inflammaging decreases adaptive and innate
immune responses in mice and humans. Biogerontology 17 (1), 7–19.

reeman Jr., R.B., 2009. The ‘indirect’ effects of cytomegalovirus infection. Am.  J.
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

Transplant. 9, 2453–2458.
reund, A., Orjalo, A.V., Desprez, P.Y., Campisi, J., 2010. Inflammatory networks

during cellular senescence: causes and consequences. Trends Mol. Med. 16,
238–246.
 PRESS
d Development xxx (2016) xxx–xxx

Fuster-Matanzo, A., Llorens-Martín, M.,  Hernández, F., Avila, J., 2013. Role of
neuroinflammation in adult neurogenesis and alzheimer disease: therapeutic
approaches. Mediators Inflamm. 2013, 260925.

Gómez-Sintes, R., HernÃ¡ndez, F., Lucas, J.J., Avila, J., 2011. GSK-3 mouse models to
study neuronal apoptosis and neurodegeneration. Front. Mol. Neurosci. 4, 45.

Gandhi, L., Camidge, D.R., Ribeiro de Oliveira, M.,  Bonomi, P., Gandara, D., Khaira,
D., Hann, C.L., McKeegan, E.M., Litvinovich, E., Hemken, P.M., et al., 2011. Phase
I  study of Navitoclax (ABT-263), a novel Bcl-2 family inhibitor, in patients with
small-cell lung cancer and other solid tumors. J. Clin. Oncol. 29, 909–916.

Gane, E.J., Weilert, F., Orr, D.W., Keogh, G.F., Gibson, M.,  Lockhart, M.M.,  Frampton,
C.M., Taylor, K.M., Smith, R.A., Murphy, M.P., 2010. The mitochondria-targeted
anti-oxidant mitoquinone decreases liver damage in a phase II study of
hepatitis C patients. Liver Int. 30.

Gasser, T., 2009. Molecular pathogenesis of Parkinson disease: insights from
genetic studies. Expert Rev. Mol. Med. 11, e22.

Gatineau, M.,  Hancock, C., Holman, N., Outhwaite, H., Oldridge, L., Christie, A., Ells,
L.,  2014. Adult Obesity and Type 2 Diabetes. In: England, P.H. (Ed.). Public
Health England, London.

Gelinas, S., Bureau, G., Valastro, B., Massicotte, G., Cicchetti, F., Chiasson, K., Gagne,
B.,  Blanchet, J., Martinoli, M.G., 2004. Alpha and beta estradiol protect neuronal
but not native PC12 cells from paraquat-induced oxidative stress. Neurotox.
Res. 6, 141–148.

Giacconi, R., Cipriano, C., Albanese, F., Boccoli, G., Saba, V., Olivieri, F., Franceschi, C.,
Mocchegiani, E., 2004. The −174G/C polymorphism of IL-6 is useful to screen
old subjects at risk for atherosclerosis or to reach successful ageing. Exp.
Gerontol. 39, 621–628.

Gianotti, T.F., Sookoian, S., Dieuzeide, G., García, S.I., Gemma, C., González, C.D.,
Pirola, C.J., 2008. A decreased mitochondrial DNA content is related to insulin
resistance in adolescents. Obesity 16, 1591–1595.

Goettsch, C., Babelova, A., Trummer, O., Erben, R.G., Rauner, M.,  Rammelt, S.,
Weissmann, N., Weinberger, V., Benkhoff, S., Kampschulte, M.,  et al., 2013.
NADPH oxidase 4 limits bone mass by promoting osteoclastogenesis. J. Clin.
Invest. 123, 4731–4738.

Goldfine, A.B., Fonseca, V., Jablonski, K.A., Chen, Y.-D.I., Tipton, L., Staten, M.A.,
Shoelson, S.E., 2013. Salicylate (Salsalate) in patients with type 2 diabetes: a
randomized trial. Ann. Intern. Med. 159, 1–12.

Goldring, M.B., Otero, M.,  2011. Inflammation in osteoarthritis. Curr. Opin.
Rheumatol. 23, 471–478.

Goldring, M.B., Otero, M.,  Plumb, D.A., Dragomir, C., Favero, M.,  El Hachem, K.,
Hashimoto, K., Roach, H.I., Olivotto, E., Borzì, R.M., et al., 2011. Roles of
inflammatory and anabolic cytokines in cartilage metabolism: signals and
multiple effectors converge upon MMP-13 regulation in osteoarthritis. Eur.
Cells Mater. 21, 202–220.

Goldring, M.B., 2000. The role of the chondrocyte in osteoarthritis. Arthritis
Rheum. 43, 1916–1926.

Gonzalez, C.D., Lee, M.S., Marchetti, P., Pietropaolo, M.,  Towns, R., Vaccaro, M.I.,
Watada, H., Wiley, J.W., 2011. The emerging role of autophagy in the
pathophysiology of diabetes mellitus. Autophagy 7, 2–11.

Graziewicz, M.A., Day, B.J., Copeland, W.C., 2002. The mitochondrial DNA
polymerase as a target of oxidative damage. Nucleic Acids Res. 30, 2817–2824.

Grishko, V.I., Ho, R., Wilson, G.L., Pearsall, A.W., 2009. Diminished mitochondrial
DNA integrity and repair capacity in OA chondrocytes. Osteoarthr. Cartil./OARS
Osteoarthr. Res. Soc. 17, 107–113.

Group, W.,  Hennekens, C.H., Dyken, M.L., Fuster, V., 1997. Aspirin as a therapeutic
agent in cardiovascular disease: a statement for healthcare professionals from
the  American Heart Association. Circulation 96, 2751–2753.

Guo, Y., Chang, C., Huang, R., Liu, B., Bao, L., Liu, W.,  2012. AP1 is essential for
generation of autophagosomes from the trans-Golgi network. J. Cell Sci. 125,
1706–1715.

Halloran, J., Hussong, S.A., Burbank, R., Podlutskaya, N., Fischer, K.E., Sloane, L.B.,
Austad, S.N., Strong, R., Richardson, A., Hart, M.J., et al., 2012. Chronic inhibition
of  mammalian target of rapamycin by rapamycin modulates cognitive and
non-cognitive components of behavior throughout lifespan in mice.
Neuroscience 223, 102–113.

Hara, T., Nakamura, K., Matsui, M.,  Yamamoto, A., Nakahara, Y., Suzuki-Migishima,
R.,  Yokoyama, M.,  Mishima, K., Saito, I., Okano, H., et al., 2006. Suppression of
basal autophagy in neural cells causes neurodegenerative disease in mice.
Nature 441, 885–889.

Hardy, J., 2003. Impact of genetic analysis on Parkinson’s disease research. Mov.
Disord. 18 (Suppl 6), S96–S98.

Harms, A.S., Cao, S., Rowse, A.L., Thome, A.D., Li, X., Mangieri, L.R., Cron, R.Q.,
Shacka, J.J., Raman, C., Standaert, D.G., 2013. MHCII is required for
alpha-synuclein-induced activation of microglia, CD4 T cell proliferation, and
dopaminergic neurodegeneration. J. Neurosci. 33, 9592–9600.

Harnish, D.C., 2006. Estrogen receptor ligands in the control of pathogenic
inflammation. Curr. Opin. Investig. Drugs 7, 997–1001.

Harper, J.W., Elledge, S.J., 2007. The DNA damage response: ten years after. Mol.
Cell  28, 739–745.

Harrison, D.E., Strong, R., Sharp, Z.D., Nelson, J.F., Astle, C.M., Flurkey, K., Nadon,
N.L., Wilkinson, J.E., Frenkel, K., Carter, C.S., et al., 2009. Rapamycin fed late in
life  extends lifespan in genetically heterogeneous mice. Nature 460, 392–395.
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

Harrison, C., Kiladjian, J.-J., Al-Ali, H.K., Gisslinger, H., Waltzman, R., Stalbovskaya,
V., McQuitty, M.,  Hunter, D.S., Levy, R., Knoops, L., et al., 2012. JAK inhibition
with ruxolitinib versus best available therapy for myelofibrosis. New Engl. J.
Med.  366, 787–798.

dx.doi.org/10.1016/j.mad.2016.09.009
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0630
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0635
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0640
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0645
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0650
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0655
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0660
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0665
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0670
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0675
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0680
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0685
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0690
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0695
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0700
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0705
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0710
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0715
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0720
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0725
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0730
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0735
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0740
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0745
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0750
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0755
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0760
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0765
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0770
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0775


 ING Model
M

ing an

H

H

H

H
H

H

H

H

H

H

H

H

H

H

H

H

I

J

J

J

J

J

J

J

J

K

K

K

K

K

K

ARTICLEAD-10889; No. of Pages 24

I. Figueira et al. / Mechanisms of Age

arrison, D.E., Strong, R., Allison, D.B., Ames, B.N., Astle, C.M., Atamna, H.,
Fernandez, E., Flurkey, K., Javors, M.A., Nadon, N.L., et al., 2014. Acarbose,
17-�-estradiol, and nordihydroguaiaretic acid extend mouse lifespan
preferentially in males. Aging Cell 13, 273–282.

arvey, A., Montezano, A.C., Touyz, R.M., 2015. Vascular biology of
ageing-implications in hypertension. J. Mol. Cell. Cardiol. 83, 112–121.

augeberg, G., Lodder, M.C., Lems, W.F., Uhlig, T., Orstavik, R.E., Dijkmans, B.A.,
Kvien, T.K., Woolf, A.D., 2004. Hand cortical bone mass and its associations
with radiographic joint damage and fractures in 50–70 year old female
patients with rheumatoid arthritis: cross sectional Oslo-Truro-Amsterdam
(OSTRA) collaborative study. Ann. Rheum. Dis. 63, 1331–1334.

ay, N., 2008. P53 strikes mTORC1 by employing sestrins. Cell Metab. 8, 184–185.
ayflick, L., 1965. The limited in vitro lifetime of human diploid cell strains. Exp.

Cell Res. 37, 614–636.
e, P., Zhong, Z., Lindholm, K., Berning, L., Lee, W.,  Lemere, C., Staufenbiel, M.,  Li, R.,

Shen, Y., 2007. Deletion of tumor necrosis factor death receptor inhibits
amyloid � generation and prevents learning and memory deficits in
Alzheimer’s mice. J. Cell Biol. 178, 829–841.

earps, A.C., Martin, G.E., Angelovich, T.A., Cheng, W.-J., Maisa, A., Landay, A.L.,
Jaworowski, A., Crowe, S.M., 2012. Aging is associated with chronic innate
immune activation and dysregulation of monocyte phenotype and function.
Aging Cell 11, 867–875.

ennan, J.K., Elokdah, H., Leal, M.,  Ji, A., Friedrichs, G.S., Morgan, G.A., Swillo, R.E.,
Antrilli, T.M., Hreha, A., Crandall, D.L., 2005. Evaluation of PAI-039
[{1-benzyl-5-[4-(trifluoromethoxy)phenyl]-1H-indol-3-yl} (oxo)acetic acid], a
novel plasminogen activator inhibitor-1 inhibitor, in a canine model of
coronary artery thrombosis. J. Pharmacol. Exp. Ther. 314, 710–716.

enriques, C.M., Carneiro, M.C., Tenente, I.M., Jacinto, A., Ferreira, M.G., 2013.
Telomerase is required for zebrafish lifespan. PLoS Genet. 9, e1003214.

ickman, S.E., Allison, E.K., Khoury, J.E., 2008. Microglial dysfunction and defective
�-amyloid clearance pathways in aging Alzheimer’ s disease mice. J. Neurosci.
28, 8354–8360.

idalgo, M.,  Rowinsky, E.K., 2000. The rapamycin-sensitive signal transduction
pathway as a target for cancer therapy. Oncogene 19, 6680–6686.

irai, K., Aliev, G., Nunomura, A., Fujioka, H., Russell, R.L., Atwood, C.S., Johnson,
A.B., Kress, Y., Vinters, H.V., Tabaton, M.,  et al., 2001. Mitochondrial
abnormalities in Alzheimer’s disease. J. Neurosci. 21, 3017–3023.

ock, C., Konietzko, U., Streffer, J.R., Tracy, J., Signorell, A., Müller-Tillmanns, B.,
Lemke, U., Henke, K., Moritz, E., Garcia, E., et al., 2003. Antibodies against
�-amyloid slow cognitive decline in alzheimer’s disease. Neuron 38, 547–554.

oeijmakers, J.H.J., 2009. DNA damage aging, and cancer. New Engl. J. Med. 361,
1475–1485.

u, J.J., Dubin, N., Kurland, D., Ma,  B.-L., Roush, G.C., 1995. The effects of hydrogen
peroxide on DNA repair activities. Mutat. Res./DNA Repair 336, 193–201.

u, Y., Yu, S.Y., Zuo, L.J., Cao, C.J., Wang, F., Chen, Z.J., Du, Y., Lian, T.H., Wang, Y.J.,
Chan, P., et al., 2015. Parkinson disease with REM sleep behavior disorder:
features, alpha-synuclein, and inflammation. Neurology 84, 888–894.

wakura, Y., Piao, Y.S., Mizuno, M.,  Takei, N., Kakita, A., Takahashi, H., Nawa, H.,
2005. Influences of dopaminergic lesion on epidermal growth factor-ErbB
signals in Parkinson’s disease and its model: neurotrophic implication in
nigrostriatal neurons. J. Neurochem. 93, 974–983.

aeger, P.A., Pickford, F., Sun, C.H., Lucin, K.M., Masliah, E., Wyss-Coray, T., 2010.
Regulation of amyloid precursor protein processing by the Beclin 1 complex.
PLoS One 5, e11102.

eyapalan, J.C., Ferreira, M., Sedivy, J.M., Herbig, U., 2007. Accumulation of
senescent cells in mitotic tissue of aging primates. Mech. Ageing Dev. 128,
36–44.

in, W.,  Patti, M.E., 2009. Genetic determinants and molecular pathways in the
pathogenesis of Type 2 diabetes. Clin. Sci. (Lond.) 116, 99–111.

ohnson, M.,  Bobrovskaya, L., 2015. An update on the rotenone models of
Parkinson’s disease: their ability to reproduce the features of clinical disease
and model gene-environment interactions. Neurotoxicology 46, 101–116.

ung, H.S., Lee, M.S., 2010. Role of autophagy in diabetes and mitochondria. Ann. N.
Y. Acad. Sci. 1201, 79–83.

ung, C.H., Jun, C.B., Ro, S.-H., Kim, Y.-M., Otto, N.M., Cao, J., Kundu, M., Kim, D.-H.,
2009. ULK-Atg13-FIP200 complexes mediate mTOR signaling to the autophagy
machinery. Mol. Biol. Cell 20, 1992–2003.

ung, C.H., Ro, S.-H., Cao, J., Otto, N.M., Kim, D.-H., 2010. mTOR regulation of
autophagy. FEBS Lett. 584, 1287–1295.

urk, D., Wilson, C., Passos, J.F., Oakley, F., Correia-Melo, C., Greaves, L., Saretzki, G.,
Fox, C., Lawless, C., Anderson, R., et al., 2014. Chronic inflammation induces
telomere dysfunction and accelerates ageing in mice. Nat. Commun. 5.

aeberlein, M., 2014. Rapamycin and ageing: when, for how long, and how much?
J. Genet. Genomics 4, 459–463.

ang, Y.-M., Ma,  Y., Zheng, J.-P., Elks, C., Sriramula, S., Yang, Z.-M., Francis, J., 2009.
Brain nuclear factor-kappa B activation contributes to neurohumoral excitation
in  angiotensin II-induced hypertension. Cardiovasc. Res. 82, 503–512.

arlseder, J., Smogorzewska, A., de Lange, T., 2002. Senescence induced by altered
telomere state, not telomere loss. Science 295, 2446–2449.

arthikeyan, G., Lewis, L.K., Resnick, M.A., 2002. The mitochondrial protein frataxin
prevents nuclear damage. Hum. Mol. Genet. 11, 1351–1362.
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

eane, K.N., Cruzat, V.F., Carlessi, R., de Bittencourt, P.I.H., Newsholme, P., 2015.
Molecular events linking oxidative stress and inflammation to insulin
resistance and �-cell dysfunction. Oxid. Med. Cell Longev. 2015, 15.

elley, D.E., He, J., Menshikova, E.V., Ritov, V.B., 2002. Dysfunction of mitochondria
in  human skeletal muscle in type 2 diabetes. Diabetes 51, 2944–2950.
 PRESS
d Development xxx (2016) xxx–xxx 19

Kelly, K.J., Sutton, T.A., Weathered, N., Ray, N., Caldwell, E.J., Plotkin, Z., Dagher, P.C.,
2004. Minocycline inhibits apoptosis and inflammation in a rat model of
ischemic renal injury. Am. J. Physiol. Renal Physiol. 287, F760–F766.

Kelso, G.F., Porteous, C.M., Coulter, C.V., Hughes, G., Porteous, W.K., Ledgerwood,
E.C.,  Smith, R.A., Murphy, M.P., 2001. Selective targeting of a redox-active
ubiquinone to mitochondria within cells: antioxidant and antiapoptotic
properties. J. Biol. Chem. 276.

Kim, C., Ho, D.H., Suk, J.E., You, S., Michael, S., Kang, J., Joong Lee, S., Masliah, E.,
Hwang, D., Lee, H.J., et al., 2013. Neuron-released oligomeric alpha-synuclein is
an endogenous agonist of TLR2 for paracrine activation of microglia. Nat.
Commun. 4, 1562.

Kimble, R.B., Matayoshi, A.B., Vannice, J.L., Kung, V.T., Williams, C., Pacifici, R., 1995.
Simultaneous block of interleukin-1 and tumor necrosis factor is required to
completely prevent bone loss in the early postovariectomy period.
Endocrinology 136, 3054–3061.

Kishi, S., 2004. Functional aging and gradual senescence in zebrafish. Ann. N. Y.
Acad. Sci. 1019, 521–526.

Kitazawa, M.,  Cheng, D., Tsukamoto, M.,  Koike, M.,  Wes, P.D., Vasilevko, V., Cribbs,
D.H., LaFerla, F.M., 2011. Blocking interleukin-1 signaling rescues cognition,
attenuates tau pathology, and restores neuronal Î2-Catenin pathway function
in an Alzheimer’s disease model. J. Immunol. (Baltimore, Md.: 1950) 187,
6539–6549.

Kobayashi, K., Nojiri, H., Saita, Y., Morikawa, D., Ozawa, Y., Watanabe, K., Koike, M.,
Asou, Y., Shirasawa, T., Yokote, K., et al., 2015. Mitochondrial superoxide in
osteocytes perturbs canalicular networks in the setting of age-related
osteoporosis. Sci. Rep. 5, 9148.

Kofman, A.E., McGraw, M.R., Payne, C.J., 2012. Rapamycin increases oxidative stress
response gene expression in adult stem cells. Aging (Albany N. Y.) 4, 279–289.

Komatsu, M.,  Waguri, S., Ueno, T., Iwata, J., Murata, S., Tanida, I., Ezaki, J.,
Mizushima, N., Ohsumi, Y., Uchiyama, Y., et al., 2005. Impairment of
starvation-induced and constitutive autophagy in Atg7-deficient mice. J. Cell
Biol. 169, 425–434.

Komatsu, M., Waguri, S., Chiba, T., Murata, S., Iwata, J., Tanida, I., Ueno, T., Koike, M.,
Uchiyama, Y., Kominami, E., et al., 2006. Loss of autophagy in the central
nervous system causes neurodegeneration in mice. Nature 441, 880–884.

Kopp, E., Ghosh, S., 1994. Inhibition of NF-kappa B by sodium salicylate and aspirin.
Science 265, 956–959.

Kraus, R.L., Pasieczny, R., Lariosa-Willingham, K., Turner, M.S., Jiang, A., Trauger,
J.W.,  2005. Antioxidant properties of minocycline: neuroprotection in an
oxidative stress assay and direct radical-scavenging activity. J. Neurochem. 94,
819–827.

Krishnamurthy, J., Torrice, C., Ramsey, M.R., Kovalev, G.I., Al-Regaiey, K., Su, L.,
Sharpless, N.E., 2004. Ink4a/Arf expression is a biomarker of aging. J. Clin.
Invest. 114, 1299–1307.

Krishnamurthy, J., Ramsey, M.R., Ligon, K.L., Torrice, C., Koh, A., Bonner-Weir, S.,
Sharpless, N.E., 2006. p16INK4a induces an age-dependent decline in islet
regenerative potential. Nature 443, 453–457.

Kroemer, G., Mariño, G., Levine, B., 2010. Autophagy and the integrated stress
response. Mol. Cell 40, 280–293.

López-Otín, C., Blasco, M.A., Partridge, L., Serrano, M.,  Kroemer, G., 2013. The
hallmarks of aging. Cell 153, 1194–1217.

LaRocca, T.J., Henson, G.D., Thorburn, A., Sindler, A.L., Pierce, G.L., Seals, D.R., 2012.
Translational evidence that impaired autophagy contributes to arterial ageing.
J.  Physiol. 590, 3305–3316.

LaRocca, T.J., Gioscia-Ryan, R.A., Hearon Jr., C.M., Seals, D.R., 2013. The autophagy
enhancer spermidine reverses arterial aging. Mech. Ageing Dev. 134, 314–320.

Labbadia, J., Morimoto, R.I., 2014. Proteostasis and longevity: when does aging
really begin? F1000Prime Rep. 6, 7.

Lakatta, E.G., 2015. So! What’s aging? Is cardiovascular aging a disease? J. Mol. Cell.
Cardiol. 83, 1–13.

Lalaoui, N., Lindqvist, L.M., Sandow, J.J., Ekert, P.G., 2015. The molecular
relationships between apoptosis, autophagy and necroptosis. Semin. Cell Dev.
Biol.  39, 63–69.

Lamming, D.W., Ye, L., Katajisto, P., Goncalves, M.D., Saitoh, M., Stevens, D.M.,
Davis, J.G., Salmon, A.B., Richardson, A., Ahima, R.S., et al., 2012.
Rapamycin-induced insulin resistance is mediated by mTORC2 loss and
uncoupled from longevity. Science 335, 1638–1643.

Lamming, D.W., Ye, L., Sabatini, D.M., Baur, J.A., 2013. Rapalogs and mTOR
inhibitors as anti-aging therapeutics. J. Clin. Invest. 123, 980–989.

Lamming, D.W., 2014. Diminished mTOR signaling: a common mode of action for
endocrine longevity factors. SpringerPlus 3, 735.

Le Reste, J.Y., Nabbe, P., Rivet, C., Lygidakis, C., Doerr, C., Czachowski, S., Lingner, H.,
Argyriadou, S., Lazic, D., Assenova, R., et al., 2015. The european general
practice research network presents the translations of its comprehensive
definition of multimorbidity in family medicine in ten European languages.
PLoS One 10, e0115796.

Lean, J.M., Davies, J.T., Fuller, K., Jagger, C.J., Kirstein, B., Partington, G.A., Urry, Z.L.,
Chambers, T.J., 2003. A crucial role for thiol antioxidants in estrogen-deficiency
bone loss. J. Clin. Invest. 112, 915–923.

Lee, I.H., Cao, L., Mostoslavsky, R., Lombard, D.B., Liu, J., Bruns, N.E., Tsokos, M.,  Alt,
F.W., Finkel, T., 2008. A role for the NAD-dependent deacetylase Sirt1 in the
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

regulation of autophagy. Proc. Natl. Acad. Sci. U. S. A. 105, 3374–3379.
Lee, S., Sato, Y., Nixon, R.A., 2011. Lysosomal proteolysis inhibition selectively

disrupts axonal transport of degradative organelles and causes an
Alzheimer’s-like axonal dystrophy. J. Neurosci. 31, 7817–7830.

dx.doi.org/10.1016/j.mad.2016.09.009
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0780
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0785
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0790
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0795
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0800
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0805
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0810
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0815
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0820
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0825
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0830
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0835
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0840
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0845
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0850
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0855
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0860
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0865
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0870
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0875
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0880
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0885
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0890
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0895
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0900
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0905
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0910
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0915
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0920
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0925
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0930
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0935
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0940
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0945
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0950
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0955
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0960
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0965
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0970
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0975
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0980
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0985
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0990
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref0995
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1000
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1005
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1010
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1015
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1020
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1025
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1030
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1035
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1040
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1045
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1050
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1055
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1060
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1065
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1070


 ING Model
M

2 ing an

L

L

L

L

L

L

L

L

L

L

L

L

L

L

L

L

L

L

L

L

L

L

M

M

M

M

M

M

M

M

ARTICLEAD-10889; No. of Pages 24

0 I. Figueira et al. / Mechanisms of Age

ee, K.-W., Zhao, X., Im,  J.-Y., Grosso, H., Jang, W.H., Chan, T.W., Sonsalla, P.K.,
German, D.C., Ichijo, H., Junn, E., et al., 2012. Apoptosis signal-regulating kinase
1  mediates MPTP toxicity and regulates glial activation. PLoS One 7, e29935.

erman, A., Zeiher, A.M., 2005. Endothelial function: cardiac events. Circulation
111, 363–368.

eroy, K., Yilmaz, Z., Brion, J.P., 2007. Increased level of active GSK-3� in
Alzheimer’s disease and accumulation in argyrophilic grains and in neurones
at  different stages of neurofibrillary degeneration. Neuropathol. Appl.
Neurobiol. 33, 43–55.

evine, B., Kroemer, G., 2008. Autophagy in the pathogenesis of disease. Cell 132,
27–42.

iao, C.Y., Rikke, B.A., Johnson, T.E., Diaz, V., Nelson, J.F., 2010. Genetic variation in
the murine lifespan response to dietary restriction: from life extension to life
shortening. Aging Cell 9, 92–95.

im, Y.-A., Rhein, V., Baysang, G., Meier, F., Poljak, A.J., Raftery, M.,  Guilhaus, M.,
Ittner, L.M., Eckert, A., Götz, J., 2010. A� and human amylin share a common
toxicity pathway via mitochondrial dysfunction. Proteomics 10, 1621–1633.

in, M.T., Beal, M.F., 2006. Mitochondrial dysfunction and oxidative stress in
neurodegenerative diseases. Nature 443, 787–795.

indersson, E., Beedholm, R., Hojrup, P., Moos, T., Gai, W.,  Hendil, K.B., Jensen, P.H.,
2004. Proteasomal inhibition by alpha-synuclein filaments and oligomers. J.
Biol. Chem. 279, 12924–12934.

ing, C., Poulsen, P., Carlsson, E., RidderstrÃ¥le, M., Almgren, P., Wojtaszewski, J.r.,
Beck-Nielsen, H., Groop, L., Vaag, A., 2004. Multiple environmental and genetic
factors influence skeletal muscle PGC-1� and PGC-1� gene expression in
twins. J. Clin. Invest. 114, 1518–1526.

inton, P.J., Thoman, M.L., 2014. Immunosenescence in monocytes, macrophages,
and dendritic cells: lessons learned from the lung and heart. Immunol. Lett.
162,  290–297.

io, D., Scola, L., Crivello, A., Bonafe, M.,  Franceschi, C., Olivieri, F., Colonna-Romano,
G., Candore, G., Caruso, C., 2002a. Allele frequencies of +874T− > A single
nucleotide polymorphism at the first intron of interferon-gamma gene in a
group of Italian centenarians. Exp. Gerontol. 37, 315–319.

io, D., Scola, L., Crivello, A., Colonna-Romano, G., Candore, G., Bonafe, M.,
Cavallone, L., Franceschi, C., Caruso, C., 2002b. Gender-specific association
between −1082 IL-10 promoter polymorphism and longevity. Genes Immun.
3,  30–33.

ionaki, E., Markaki, M.,  Tavernarakis, N., 2013. Autophagy and ageing: insights
from invertebrate model organisms. Ageing Res. Rev. 12, 413–428.

lorens-Marítin, M.,  Jurado, J., Hernández, F., Ávila, J., 2014. GSK-3�, a pivotal
kinase in Alzheimer disease. Front. Mol. Neurosci. 7, 46.

oeser, R.F., Carlson, C.S., Del Carlo, M.,  Cole, A., 2002. Detection of nitrotyrosine in
aging and osteoarthritic cartilage: correlation of oxidative damage with the
presence of interleukin-1beta and with chondrocyte resistance to insulin-like
growth factor 1. Arthritis Rheum. 46, 2349–2357.

oeser, R.F., 2009. Aging and osteoarthritis: the role of chondrocyte senescence and
aging changes in the cartilage matrix. Osteoarthritis and cartilage/OARS.
Osteoarthr. Res. Soc. 17, 971–979.

oft, S., Poulsen, H.E., 1996. Cancer risk and oxidative DNA damage in man. J. Mol.
Med. 74, 297–312.

orenzo, J.A., Naprta, A., Rao, Y., Alander, C., Glaccum, M.,  Widmer, M., Gronowicz,
G.,  Kalinowski, J., Pilbeam, C.C., 1998. Mice lacking the type I interleukin-1
receptor do not lose bone mass after ovariectomy. Endocrinology 139,
3022–3025.

ovell, M.A., Xiong, S., Xie, C., Davies, P., Markesbery, W.R., 2004. Induction of
hyperphosphorylated tau in primary rat cortical neuron cultures mediated by
oxidative stress and glycogen synthase kinase-3. J. Alzheimers Dis. 6, 659–671,
discussion 673–681.

ucas, J.J., Hernández, F., Gómez-Ramos, P., Morán, M.A., Hen, R., Avila, J., 2001.
Decreased nuclear �-catenin, tau hyperphosphorylation and
neurodegeneration in GSK-3� conditional transgenic mice. EMBO J. 20, 27–39.

umeng, C.N., Saltiel, A.R., 2011. Inflammatory links between obesity and
metabolic disease. J. Clin. Invest. 121, 2111–2117.

y, P.T.T., Wu,  Y., Zou, H., Wang, R., Zhou, W.,  Kinoshita, A., Zhang, M.,  Yang, Y., Cai,
F.,  Woodgett, J., et al., 2013. Inhibition of GSK3�-mediated BACE1 expression
reduces alzheimer-associated phenotypes. J. Clin. Invest. 123, 224–235.

a,  Z.A., Zhao, Z., Turk, J., 2011. Mitochondrial dysfunction and �-cell failure in
type 2 diabetes mellitus. Exp. Diabetes Res. 2012, 703538.

abbott, N.A., Kobayashi, A., Sehgal, A., Bradford, B.M., Pattison, M.,  Donaldson,
D.S., 2015. Aging and the mucosal immune system in the intestine.
Biogerontology 16, 133–145.

acaulay, R., Akbar, A.N., Henson, S.M., 2013. The role of the T cell in age-related
inflammation. Age (Dordr.) 35, 563–572.

adamanchi, N.R., Vendrov, A., Runge, M.S., 2005. Oxidative stress and vascular
disease. Arterioscler. Thromb. Vasc. Biol. 25, 29–38.

aggio, D., Barabani, M., Pierandrei, M.,  Polidori, M.C., Catani, M., Mecocci, P.,
Senin, U., Pacifici, R., Cherubini, A., 2003. Marked decrease in plasma
antioxidants in aged osteoporotic women: results of a cross-sectional study. J.
Clin. Endocrinol. Metab. 88, 1523–1527.

ahler, R.J., Adler, M.L., 1999. Type 2 diabetes mellitus: update on diagnosis
pathophysiology, and treatment. J. Clin. Endocrinol. Metab. 84, 1165–1171.
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

ajumder, S., Richardson, A., Strong, R., Oddo, S., 2011. Inducing autophagy by
rapamycin before, but not after, the formation of plaques and tangles
ameliorates cognitive deficits. PLoS One 6, e25416.

ajumder, S., Caccamo, A., Medina, D.X., Benavides, A.D., Javors, M.A., Kraig, E.,
Strong, R., Richardson, A., Oddo, S., 2012. Lifelong rapamycin administration
 PRESS
d Development xxx (2016) xxx–xxx

ameliorates age-dependent cognitive deficits by reducing IL-1beta and
enhancing NMDA signaling. Aging Cell 11, 326–335.

Manczak, M.,  Anekonda, T.S., Henson, E., Park, B.S., Quinn, J., Reddy, P.H., 2006.
Mitochondria are a direct site of A beta accumulation in Alzheimer’s disease
neurons: implications for free radical generation and oxidative damage in
disease progression. Hum. Mol. Genet. 15, 1437–1449.

Mandavilli, B.S., Santos, J.H., Van Houten, B., 2002. Mitochondrial DNA repair and
aging. Mutat. Res./Fundam. Mol. Mech. Mutagen. 509, 127–151.

Mandrekar, S., Landreth, G.E., 2010. Microglia and inflammation in alzheimer’ s
disease. CNS Neurol. Disord. Drug Targets 9, 156–167.

Mannick, J.B., Del Giudice, G., Lattanzi, M.,  Valiante, N.M., Praestgaard, J., Huang, B.,
Lonetto, M.A., Maecker, H.T., Kovarik, J., Carson, S., et al., 2014. mTOR inhibition
improves immune function in the elderly. Sci. Transl. Med. 6, 268ra179.

Manocha, G.D., Floden, A.M., Rausch, K., Kulas, J.A., McGregor, B.A.,
Rojanathammanee, L., Puig, K.R., Puig, K.L., Karki, S., Nichols, M.R., et al., 2016.
APP regulates microglial phenotype in a mouse model of alzheimer’s disease. J.
Neurosci. 36, 8471–8486.

Marchetti, P., Masini, M.,  2009. Autophagy and the pancreatic beta-cell in human
type 2 diabetes. Autophagy 5, 1055–1056.

Marengoni, A., Rizzuto, D., Wang, H.-X., Winblad, B., Fratiglioni, L., 2009. Patterns of
chronic multimorbidity in the elderly population. J. Am. Geriatr. Soc. 57,
225–230.

Marengoni, A., Pasina, L., Concoreggi, C., Martini, G., Brognoli, F., Nobili, A., Onder,
G.,  Bettoni, D., 2014. Understanding adverse drug reactions in older adults
through drug–drug interactions. Eur. J. Intern. Med. 25, 843–846.

Martin, L.J., Pan, Y., Price, A.C., Sterling, W.,  Copeland, N.G., Jenkins, N.A., Price, D.L.,
Lee,  M.K., 2006. Parkinson’s disease �-synuclein transgenic mice develop
neuronal mitochondrial degeneration and cell death. J. Neurosci. 26, 41–50.

Martin-Montalvo, A., Mercken, E.M., Mitchell, S.J., Palacios, H.H., Mote, P.L.,
Scheibye-Knudsen, M.,  Gomes, A.P., Ward, T.M., Minor, R.K., Blouin, M.J., et al.,
2013. Metformin improves healthspan and lifespan in mice. Nat. Commun. 4,
2192.

Masoro, E.J., 2005. Overview of caloric restriction and ageing. Mech. Ageing Dev.
126, 913–922.

Matthews, C., Gorenne, I., Scott, S., Figg, N., Kirkpatrick, P., Ritchie, A., Goddard, M.,
Bennett, M.,  2006. Vascular smooth muscle cells undergo telomere-based
senescence in human atherosclerosis: effects of telomerase and oxidative
stress. Circ. Res. 99, 156–164.

Mattison, J.A., Roth, G.S., Beasley, T.M., Tilmont, E.M., Handy, A.M., Herbert, R.L.,
Longo, D.L., Allison, D.B., Young, J.E., Bryant, M.,  et al., 2012. Impact of caloric
restriction on health and survival in rhesus monkeys from the NIA study.
Nature 489, 318–321.

McAlpine, F.E., Lee, J.-K., Harms, A.S., Ruhn, K.A., Blurton-Jones, M., Hong, J., Das, P.,
Golde, T.E., LaFerla, F.M., Oddo, S., et al., 2009. Inhibition of soluble TNF
signaling in a mouse model of Alzheimer’s disease prevents pre-plaque
amyloid-associated neuropathology. Neurobiol. Dis. 34, 163–177.

McElhaney, J.E., Zhou, X., Talbot, H.K., Soethout, E., Bleackley, R.C., Granville, D.J.,
Pawelec, G., 2012. The unmet need in the elderly: how immunosenescence
CMV  infection, co-morbidities and frailty are a challenge for the development
of  more effective influenza vaccines. Vaccine 30, 2060–2067.

McManus, M.J., Murphy, M.P., Franklin, J.L., 2011. The mitochondria- targeted
antioxidant MitoQ prevents loss of spatial memory retention and early
neuropathology in a transgenic mouse model of Alzheimer’s disease. J.
Neurosci. 31, 15703–15715.

Melis, R., Marengoni, A., Angleman, S., Fratiglioni, L., 2014. Incidence and
predictors of multimorbidity in the elderly: a population-based longitudinal
study. PLoS One 9, e103120.

Meraz-Ríos, M.A., Toral-Rios, D., Franco-Bocanegra, D., Villeda-Hernández, J.,
Campos-Peña, V., 2013. Inflammatory process in Alzheimer’s disease. Front.
Integr. Neurosci. 7, 59.

Mijaljica, D., Prescott, M.,  Devenish, R., 2011. Microautophagy in mammalian cells:
revisiting a 40-year-old conundrum. Autophagy 7, 673–682.

Miller, R.A., Harrison, D.E., Astle, C.M., Floyd, R.A., Flurkey, K., Hensley, K.L., Javors,
M.A., Leeuwenburgh, C., Nelson, J.F., Ongini, E., et al., 2007. An aging
interventions testing program: study design and interim report. Aging Cell 6,
565–575.

Miller, R.A., Harrison, D.E., Astle, C.M., Baur, J.A., Boyd, A.R., de Cabo, R., Fernandez,
E.,  Flurkey, K., Javors, M.A., Nelson, J.F., et al., 2011. Rapamycin, but not
resveratrol or simvastatin, extends life span of genetically heterogeneous mice.
J.  Gerontol. A. Biol. Sci. Med. Sci. 66, 191–201.

Minamino, T., Miyauchi, H., Yoshida, T., Ishida, Y., Yoshida, H., Komuro, I., 2002.
Endothelial cell senescence in human atherosclerosis: role of telomere in
endothelial dysfunction. Circulation 105, 1541–1544.

Minatoguchi, S., Zhang, Z., Bao, N., Kobayashi, H., Yasuda, S., Iwasa, M., Sumi, S.,
Kawamura, I., Yamada, Y., Nishigaki, K., et al., 2009. Acarbose reduces
myocardial infarct size by preventing postprandial hyperglycemia and
hydroxyl radical production and opening mitochondrial KATP channels in
rabbits. J. Cardiovasc. Pharmacol. 54, 25–30.

Mirzayans, R., Andrais, B., Scott, A., Wang, Y.W., Murray, D., 2013. Ionizing
radiation-induced responses in human cells with differing TP53 status. Int J
Mol  Sci. 14 (13), 22409–22435, http://dx.doi.org/10.3390/ijms141122409.
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

Misra, J., Mohanty, S.T., Madan, S., Fernandes, J.A., Hal Ebetino, F., Russell, R.G.G.,
Bellantuono, I., 2016. Zoledronate attenuates accumulation of DNA damage in
mesenchymal stem cells and protects their function. Stem Cells 34, 756–767.

dx.doi.org/10.1016/j.mad.2016.09.009
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1075
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1080
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1085
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1090
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1095
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1100
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1105
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1110
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1115
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1120
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1125
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1130
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1135
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1140
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1145
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1150
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1155
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1160
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1165
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1170
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1175
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1180
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1185
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1190
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1195
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1200
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1205
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1210
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1215
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1220
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1225
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1230
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1235
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1240
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1245
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1250
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1255
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1260
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1265
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1270
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1275
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1280
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1285
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1290
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1295
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1300
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1305
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1310
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1315
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1320
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1325
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1330
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1335
dx.doi.org/10.3390/ijms141122409
dx.doi.org/10.3390/ijms141122409
dx.doi.org/10.3390/ijms141122409
dx.doi.org/10.3390/ijms141122409
dx.doi.org/10.3390/ijms141122409
dx.doi.org/10.3390/ijms141122409
dx.doi.org/10.3390/ijms141122409
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1345


 ING Model
M

ing an

M

M

M

M

M

M

M

M

M

M

M

M

M

M

M

N

N

N

N

N

N

N

N

N

N

O

O

O

ARTICLEAD-10889; No. of Pages 24

I. Figueira et al. / Mechanisms of Age

itra, D., Elvins, D.M., Speden, D.J., Collins, A.J., 2000. The prevalence of vertebral
fractures in mild ankylosing spondylitis and their relationship to bone mineral
density. Rheumatology (Oxford) 39, 85–89.

ittal, K., Katare, D.P., 2016. Shared links between type 2 diabetes mellitus and
Alzheimer’s disease: a review. Diabetes Metab. Syndrome: Clin. Res. Rev. 10 (2
Suppl 1), S144–S149.

iwa, S., Jow, H., Baty, K., Johnson, A., Czapiewski, R., Saretzki, G., Treumann, A.,
von Zglinicki, T., 2014. Low abundance of the matrix arm of complex I in
mitochondria predicts longevity in mice. Nat. Commun. 5, 3837.

ogi, M.,  Harada, M.,  Kondo, T., Riederer, P., Inagaki, H., Minami, M., Nagatsu, T.,
1994. Interleukin-1 beta, interleukin-6, epidermal growth factor and
transforming growth factor-alpha are elevated in the brain from parkinsonian
patients. Neurosci. Lett. 180, 147–150.

oiseeva, O., Deschênes-Simard, X., St-Germain, E., Igelmann, S., Huot, G., Cadar,
A.E.,  Bourdeau, V., Pollak, M.N., Ferbeyre, G., 2013. Metformin inhibits the
senescence-associated secretory phenotype by interfering with IKK/NF-�B
activation. Aging Cell 12, 489–498.

ontero, J.C., Seoane, S., Ocana, A., Pandiella, A., 2011. Inhibition of SRC family
kinases and receptor tyrosine kinases by dasatinib: possible combinations in
solid tumors. Clin. Cancer Res. 17, 5546–5552.

oos, W.H., Dykens, J.A., Nohynek, D., Rubinchik, E., Howell, N., 2009. Review of
the  effects of 17�-estradiol in humans: a less feminizing estrogen with
neuroprotective potential. Drug Dev. Res. 70, 1–21.

orimoto, R.I., Cuervo, A.M., 2014. Proteostasis and the aging proteome in health
and disease. J. Gerontol. Ser. A: Biol. Sci. Med. Sci. 69, S33–S38.

orimoto, N., Shimazawa, M.,  Yamashima, T., Nagai, H., Hara, H., 2005.
Minocycline inhibits oxidative stress and decreases in vitro and in vivo
ischemic neuronal damage. Brain Res. 1044, 8–15.

orselli, E., Galluzzi, L., Kepp, O., Criollo, A., Maiuri, M.C., Tavernarakis, N., Madeo,
F.,  Kroemer, G., 2009. Autophagy mediates pharmacological lifespan extension
by  spermidine and resveratrol. Aging (Albany N. Y.) 1, 961–970.

orselli, E., Maiuri, M.C., Markaki, M.,  Megalou, E., Pasparaki, A., Palikaras, K.,
Criollo, A., Galluzzi, L., Malik, S.A., Vitale, I., et al., 2010. The life span-prolonging
effect of sirtuin-1 is mediated by autophagy. Autophagy 6, 186–188.

ozaffarian, D., Benjamin, E.J., Go, A.S., Arnett, D.K., Blaha, M.J., Cushman, M.,  de
Ferranti, S., Despres, J.P., Fullerton, H.J., Howard, V.J., et al., 2015. Heart Dis.
Stroke 131, e29–322.

ulvey, L., Sinclair, A., Selman, C., 2014. Lifespan modulation in mice and the
confounding effects of genetic background. J. Genet. Genomics 41, 497–503.

uriach, M.,  Flores-Bellver, M.,  Romero, F.J., Barcia, J.M., 2014. Diabetes and the
brain: oxidative stress, inflammation, and autophagy. Oxid. Med. Cell Longev.
2014, 102158.

uthusami, S., Ramachandran, I., Muthusamy, B., Vasudevan, G., Prabhu, V.,
Subramaniam, V., Jagadeesan, A., Narasimhan, S., 2005. Ovariectomy induces
oxidative stress and impairs bone antioxidant system in adult rats. Clin. Chim.
Acta 360, 81–86.

akai, A., Yamaguchi, O., Takeda, T., Higuchi, Y., Hikoso, S., Taniike, M.,  Omiya, S.,
Mizote, I., Matsumura, Y., Asahi, M.,  et al., 2007. The role of autophagy in
cardiomyocytes in the basal state and in response to hemodynamic stress. Nat.
Med.  13, 619–624.

arendra, D.P., Jin, S.M., Tanaka, A., Suen, D.F., Gautier, C.A., Shen, J., Cookson, M.R.,
Youle, R.J., 2010. PINK1 is selectively stabilized on impaired mitochondria to
activate Parkin. PLoS Biol. 8, e1000298.

eff, F., Flores-Dominguez, D., Ryan, D.P., Horsch, M.,  Schroder, S., Adler, T., Afonso,
L.C., Aguilar-Pimentel, J.A., Becker, L., Garrett, L., et al., 2013. Rapamycin
extends murine lifespan but has limited effects on aging. J. Clin. Invest. 123,
3272–3291.

g, L.F., Gruber, J., Cheah, I.K., Goo, C.K., Cheong, W.F., Shui, G., Sit, K.P., Wenk, M.R.,
Halliwell, B., 2014. The mitochondria-targeted antioxidant MitoQ extends
lifespan and improves healthspan of a transgenic Caenorhabditis elegans
model of Alzheimer disease. Free Radic. Biol. Med. 71, 390–401.

icoll, J.A.R., Barton, E., Boche, D., Neal, J.W., Ferrer, I., Thompson, P., Vlachouli, C.,
Wilkinson, D., Bayer, A., Games, D., et al., 2006. A� species removal after A�42
immunization. J. Neuropathol. Exp. Neurol. 65, 1040–1048.

ixon, R.A., Cataldo, A.M., 2006. Lysosomal system pathways: genes to
neurodegeneration in Alzheimer’s disease. J. Alzheimers Dis. 9, 277–289.

ojiri, H., Saita, Y., Morikawa, D., Kobayashi, K., Tsuda, C., Miyazaki, T., Saito, M.,
Marumo, K., Yonezawa, I., Kaneko, K., et al., 2011. Cytoplasmic superoxide
causes bone fragility owing to low-turnover osteoporosis and impaired
collagen cross-linking. J. Bone Miner. Res. 26, 2682–2694.

orden, D.M., Godbout, J.P., 2013. Review: microglia of the aged brain: primed to
be activated and resistant to regulation. Neuropathol. Appl. Neurobiol. 39,
19–34.

oto, H., Goto, A., Tsujimoto, T., Noda, M.,  2012. Cancer risk in diabetic patients
treated with metformin: a systematic review and meta-analysis. PLoS One 7,
e33411.

ussenzweig, S.C., Verma, S., Finkel, T., 2015. The role of autophagy in vascular
biology. Circ. Res. 116, 480–488.

’Neill, S., O’Driscoll, L., 2015. Metabolic syndrome: a closer look at the growing
epidemic and its associated pathologies. Obes. Rev. 16, 1–12.

’Shea, J.J., Schwartz, D.M., Villarino, A.V., Gadina, M.,  McInnes, I.B., Laurence, A.,
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

2015. The JAK-STAT pathway: impact on human disease and therapeutic
intervention. Annu. Rev. Med. 66, 311–328.

gami, M.,  Ikura, Y., Ohsawa, M.,  Matsuo, T., Kayo, S., Yoshimi, N., Hai, E., Shirai, N.,
Ehara, S., Komatsu, R., et al., 2004. Telomere shortening in human coronary
artery diseases. Arterioscler. Thromb. Vasc. Biol. 24, 546–550.
 PRESS
d Development xxx (2016) xxx–xxx 21

Ohtani, N., Hara, E., 2013. Roles and mechanisms of cellular senescence in
regulation of tissue homeostasis. Cancer Sci. 104, 525–530.

Olivieri, F., Bonafe, M.,  Cavallone, L., Giovagnetti, S., Marchegiani, F., Cardelli, M.,
Mugianesi, E., Giampieri, C., Moresi, R., Stecconi, R., et al., 2002. The −174C/G
locus affects in vitro/in vivo IL-6 production during aging. Exp. Gerontol. 37,
309–314.

Onal, M.,  Piemontese, M.,  Xiong, J., Wang, Y., Han, L., Ye, S., Komatsu, M.,  Selig, M.,
Weinstein, R.S., Zhao, H., et al., 2013. Suppression of autophagy in osteocytes
mimics skeletal aging. J. Biol. Chem. 288, 17432–17440.

Ong, K.L., Cheung, B.M., Man, Y.B., Lau, C.P., Lam, K.S., 2007. Prevalence, awareness,
treatment, and control of hypertension among United States adults
1999–2004. Hypertension 49, 69–75.

Orchard, T.J., Dorman, J.S., Maser, R.E., Becker, D.J., Drash, A.L., Ellis, D., LaPorte, R.E.,
Kuller, L.H., 1990. Prevalence of complications in IDDM by sex and duration.
Pittsburgh epidemiology of diabetes complications study II. Diabetes 39,
1116–1124.

Orenstein, S.J., Cuervo, A.M., 2010. Chaperone-mediated autophagy: molecular
mechanisms and physiological relevance. Semin. Cell Dev. Biol. 21, 719–726.

Osborne, T.B., Mendel, L.B., Ferry, E.L., 1917. The effect of retardation of growth
upon the breeding period and duration of life of rats. Science 45, 294–295.

Osorio, F.G., Barcena, C., Soria-Valles, C., Ramsay, A.J., de Carlos, F., Cobo, J., Fueyo,
A.,  Freije, J.M., Lopez-Otin, C., 2012. Nuclear lamina defects cause
ATM-dependent NF-kappaB activation and link accelerated aging to a systemic
inflammatory response. Genes Dev. 26, 2311–2324.

Ouchi, Y., Yoshikawa, E., Sekine, Y., Futatsubashi, M.,  Kanno, T., Ogusu, T., Torizuka,
T., 2005. Microglial activation and dopamine terminal loss in early Parkinson’s
disease. Ann. Neurol. 57, 168–175.

Oxenkrug, G., Navrotskaya, V., Vorobyova, L., Summergrad, P., 2012. Minocycline
effect on life and health span of drosophila melanogaster. Aging Disease 3,
352–359.

Pan, X.-d., Zhu, Y.-g., Lin, N., Zhang, J., Ye, Q.-y., Huang, H.-p., Chen, X.-c., 2011.
Microglial phagocytosis induced by fibrillar �-amyloid is attenuated by
oligomeric �-amyloid: implications for Alzheimer’s disease. Mol.
Neurodegener. 6, 45.

Papa, S., 1996. Mitochondrial oxidative phosphorylation changes in the life span.
Molecular aspects and physiopathological implications. Biochim. Biophys. Acta
(BBA) – Bioenergetics 1276, 87–105.

Pardanani, A., Laborde, R.R., Lasho, T.L., Finke, C., Begna, K., Al-Kali, A., Hogan, W.J.,
Litzow, M.R., Leontovich, A., Kowalski, M.,  et al., 2013. Safety and efficacy of
CYT387, a JAK1 and JAK2 inhibitor, in myelofibrosis. Leukemia 27, 1322–1327.

Park, M.H., Kim, D.H., Lee, E.K., Kim, N.D., Im,  D.S., Lee, J., Yu, B.P., Chung, H.Y., 2014.
Age-related inflammation and insulin resistance: a review of their intricate
interdependency. Arch. Pharmacal Res. 37, 1507–1514.

Partridge, L., 2012. Diet and healthy aging. New Engl. J. Med. 367, 2550–2551.
Patti, M.E., Butte, A.J., Crunkhorn, S., Cusi, K., Berria, R., Kashyap, S., Miyazaki, Y.,

Kohane, I., Costello, M.,  Saccone, R., et al., 2003. Coordinated reduction of genes
of  oxidative metabolism in humans with insulin resistance and diabetes:
potential role of PGC1 and NRF1. Proc. Natl. Acad. Sci. U. S. A. 100, 8466–8471.

Pawelec, G., Akbar, A., Beverley, P., Caruso, C., Derhovanessian, E., Fülöp, T.,
Griffiths, P., Grubeck-Loebenstein, B., Hamprecht, K., Jahn, G., et al., 2010.
Immunosenescence and Cytomegalovirus: where do we stand after a decade?
Immun. Ageing: I & A 7, 13.

Pelgrims, J., De Vos, F., Van den Brande, J., Schrijvers, D., Prove, A., Vermorken, J.B.,
1999. Methylene blue in the treatment and prevention of ifosfamide-induced
encephalopathy: report of 12 cases and a review of the literature. Br. J. Cancer
82,  291–294.

Perez-Schindler, J., Philp, A., 2015. Regulation of skeletal muscle mitochondrial
function by nuclear receptors: implications for health and disease. Clin. Sci.
(Lond.) 129, 589–599.

Perfeito, R., Lazaro, D.F., Outeiro, T.F., Rego, A.C., 2014. Linking alpha-synuclein
phosphorylation to reactive oxygen species formation and mitochondrial
dysfunction in SH-SY5Y cells. Mol. Cell. Neurosci. 62, 51–59.

Perry, G., Friedman, R., Shaw, G., Chau, V., 1987. Ubiquitin is detected in
neurofibrillary tangles and senile plaque neurites of Alzheimer disease brains.
Proc. Natl. Acad. Sci. U. S. A. 84, 3033–3036.

Perry, V.H., Nicoll, J.A.R., Holmes, C., 2010. Microglia in neurodegenerative disease.
Nat. Rev. Neurol. 6, 193–201.

Petersen, K.F., Befroy, D., Dufour, S., Dziura, J., Ariyan, C., Rothman, D.L., DiPietro, L.,
Cline, G.W., Shulman, G.I., 2003. Mitochondrial dysfunction in the elderly:
possible role in insulin resistance. Sci. (New York, N. Y.) 300, 1140–1142.

Petrucelli, L., O’Farrell, C., Lockhart, P.J., Baptista, M.,  Kehoe, K., Vink, L., Choi, P.,
Wolozin, B., Farrer, M.,  Hardy, J., et al., 2002. Parkin protects against the
toxicity associated with mutant alpha-synuclein: proteasome dysfunction
selectively affects catecholaminergic neurons. Neuron 36, 1007–1019.

Pickering, A.M., Lehr, M.,  Miller, R.A., 2015. Lifespan of mice and primates
correlates with immunoproteasome expression. J. Clin. Invest. 125, 2059–2068.

Piper, Matthew D.W., Partridge, L., Raubenheimer, D., Simpson, Stephen J., 2011.
Dietary restriction and aging: a unifying perspective. Cell Metab. 14, 154–160.

Plunkett, F.J., Franzese, O., Belaramani, L.L., Fletcher, J.M., Gilmour, K.C., Sharifi, R.,
Khan, N., Hislop, A.D., Cara, A., Salmon, M.,  et al., 2005. The impact of telomere
erosion on memory CD8+ T cells in patients with X-linked lymphoproliferative
 age-related diseases: Shifting the paradigm. Mech. Ageing Dev.

syndrome. Mech. Ageing Dev. 126, 855–865.
Plunkett, F.J., Franzese, O., Finney, H.M., Fletcher, J.M., Belaramani, L.L., Salmon, M.,

Dokal, I., Webster, D., Lawson, A.D., Akbar, A.N., 2007. The loss of telomerase
activity in highly differentiated CD8 + CD28-CD27-T cells is associated with
decreased Akt (Ser473) phosphorylation. J. Immunol. 178, 7710–7719.

dx.doi.org/10.1016/j.mad.2016.09.009
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1350
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1355
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1360
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1365
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1370
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1375
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1380
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1385
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1390
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1395
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1400
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1405
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1410
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1415
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1420
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1425
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1430
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1435
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1440
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1445
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1450
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1455
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1460
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1465
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1470
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1475
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1480
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1485
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1490
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1495
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1500
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1505
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1510
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1515
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1520
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1525
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1530
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1535
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1540
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1545
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1550
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1555
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1560
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1565
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1570
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1575
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1580
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1585
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1590
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1595
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1600
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1605
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1610
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1615
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1620
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625
http://refhub.elsevier.com/S0047-6374(16)30181-6/sbref1625


 ING Model
M

2 ing an

P

P

P

P

P

P

P

P

P

Q

R

R

R

R

R

R

R

R

R

R

R

R

R

R
R

R

R

R

R

ARTICLEAD-10889; No. of Pages 24

2 I. Figueira et al. / Mechanisms of Age

odhaisky, H.-P., Abate, A., Polte, T., Oberle, S., Schröder, H., 1997. Aspirin protects
endothelial cells from oxidative stress −possible synergism with vitamin E.
FEBS Lett. 417, 349–351.

radhan, A.D., Manson, J.E., Rifai, N., Buring, J.E., Ridker, P.M., 2001. C-reactive
protein, interleukin 6, and risk of developing type 2 diabetes mellitus. JAMA
286,  327–334.

rados-Torres, A., Calderon-Larranaga, A., Hancco-Saavedra, J., Poblador-Plou, B.,
van den Akker, M.,  2014. Multimorbidity patterns: a systematic review. J. Clin.
Epidemiol. 67, 254–266.

ratico, D., Uryu, K., Leight, S., Trojanoswki, J.Q., Lee, V.M., 2001. Increased lipid
peroxidation precedes amyloid plaque formation in an animal model of
Alzheimer amyloidosis. J. Neurosci. 21, 4183–4187.

rice, J.S., Waters, J.G., Darrah, C., Pennington, C., Edwards, D.R., Donell, S.T., Clark,
I.M., 2002. The role of chondrocyte senescence in osteoarthritis. Aging Cell 1,
57–65.

ride, H., Yu, Z., Sunchu, B., Mochnick, J., Coles, A., Zhang, Y., Buffenstein, R.,
Hornsby, P.J., Austad, S.N., Pérez, V.I., 2015. Long-lived species have improved
proteostasis compared to Â phylogenetically-related shorter-lived species.
Biochem. Biophys. Res. Commun. 457, 669–675.

rosch, S., Staak, K., Stein, J., Liebenthal, C., Stamminger, T., Volk, H.D., Kruger, D.H.,
1995. Stimulation of the human cytomegalovirus IE enhancer/promoter in
HL-60 cells by TNFalpha is mediated via induction of NF-kappaB. Virology 208,
197–206.

urkayastha, S., Zhang, H., Zhang, G., Ahmed, Z., Wang, Y., Cai, D., 2011. Neural
dysregulation of peripheral insulin action and blood pressure by brain
endoplasmic reticulum stress. Proc. Natl. Acad. Sci. U. S. A. 108, 2939–2944.

yo, J.-O., Yoo, S.-M., Ahn, H.-H., Nah, J., Hong, S.-H., Kam, T.-I., Jung, S., Jung, Y.-K.,
2013. Overexpression of Atg5 in mice activates autophagy and extends
lifespan. Nat. Commun. 4, 2300.

uerfurth, H.W., LaFerla, F.M., 2010. Alzheimer’s disease. New Engl. J. Med. 362,
329–344.

aha, S., Robinson, B.H., 2000. Mitochondria, oxygen free radicals, disease and
ageing. Trends Biochem. Sci. 25, 502–508.

ajawat, Y.S., Hilioti, Z., Bossis, I., 2009. Aging: central role for autophagy and the
lysosomal degradative system. Ageing Res. Rev. 8, 199–213.

alston, S.H., 1994. Analysis of gene expression in human bone biopsies by
polymerase chain reaction: evidence for enhanced cytokine expression in
postmenopausal osteoporosis. J. Bone Miner. Res. 9, 883–890.

amis, M.R., Esteban, S., Miralles, A., Tan, D.-X., Reiter, R.J., 2015. Caloric restriction,
resveratrol and melatonin: role of SIRT1 and implications for aging and
related-diseases. Mech. Ageing Dev. 146–148, 28–41.

ampelli, S., Candela, M.,  Turroni, S., Biagi, E., Collino, S., Franceschi, C., O’Toole,
P.W., Brigidi, P., 2013. Functional metagenomic profiling of intestinal
microbiome in extreme ageing. Aging (Albany N. Y.) 5, 902–912.

ana, A., Rera, M., Walker, D.W., 2013. Parkin overexpression during aging reduces
proteotoxicity, alters mitochondrial dynamics, and extends lifespan. Proc. Natl.
Acad. Sci. U. S. A. 110, 8638–8643.

asmussen, A.K., Chatterjee, A., Rasmussen, L.J., Singh, K.K., 2003.
Mitochondria-mediated nuclear mutator phenotype in Saccharomyces
cerevisiae. Nucleic Acids Res. 31, 3909–3917.

eddy, P.H., McWeeney, S., Park, B.S., Manczak, M.,  Gutala, R.V., Partovi, D., Jung, Y.,
Yau,  V., Searles, R., Mori, M.,  et al., 2004. Gene expression profiles of transcripts
in  amyloid precursor protein transgenic mice: up-regulation of mitochondrial
metabolism and apoptotic genes is an early cellular change in Alzheimer’s
disease. Hum. Mol. Genet. 13, 1225–1240.

eddy, P.H., Manczak, M.,  Mao, P., Calkins, M.J., Reddy, A.P., Shirendeb, U., 2010.
Amyloid-� and mitochondria in aging and Alzheimer’s disease: implications
for synaptic damage and cognitive decline. J. Alzheimers Dis. 20, S499–S512.

eed, M.J., Meszaros, K., Entes, L.J., Claypool, M.D., Pinkett, J.G., Brignetti, D., Luo, J.,
Khandwala, A., Reaven, G.M., 1999. Effect of masoprocol on carbohydrate and
lipid metabolism in a rat model of Type II diabetes. Diabetologia 42, 102–106.

eed, J.R., Vukmanovic-Stejic, M.,  Fletcher, J.M., Soares, M.V., Cook, J.E., Orteu, C.H.,
Jackson, S.E., Birch, K.E., Foster, G.R., Salmon, M.,  et al., 2004. Telomere erosion
in  memory T cells induced by telomerase inhibition at the site of antigenic
challenge in vivo. J. Exp. Med. 199, 1433–1443.

eznick, R.M., Zong, H., Li, J., Morino, K., Moore, I.K., Yu, H.J., Liu, Z.-X., Dong, J.,
Mustard, K.J., Hawley, S.A., et al., 2007. Aging-associated reductions in
AMP-activated protein kinase activity and mitochondrial biogenesis. Cell
Metab. 5, 151–156.

iedel, B.C., Thompson, P.M., Brinton, R.D., 2016. Age, APOE and sex: triad of risk of
Alzheimer’ s disease. J. Steroid Biochem. Mol. Biol., Epub ahead of print.

iera, C.E., Dillin, A., 2015. Can aging be ‘drugged’? Nat. Med. 21, 1400–1405.
iggs, B.L., Melton, L.J., Robb, R.A., Camp, J.J., Atkinson, E.J., McDaniel, L., Amin, S.,

Rouleau, P.A., Khosla, S., 2008. A population-based assessment of rates of bone
loss at multiple skeletal sites: evidence for substantial trabecular bone loss in
young adult women and men. J. Bone Miner. Res. 23, 205–214.

ikke, B.A., Liao, C.-Y., McQueen, M.B., Nelson, J.F., Johnson, T.E., 2010. Genetic
dissection of dietary restriction in mice supports the metabolic efficiency
model of life extension. Exp. Gerontol. 45, 691–701.

osen, P., Osmers, A., 2006. Oxidative stress in young Zucker rats with impaired
glucose tolerance is diminished by acarbose. Horm. Metab. Res. 38, 575–586.
Please cite this article in press as: Figueira, I., et al., Interventions for
(2016), http://dx.doi.org/10.1016/j.mad.2016.09.009

othwell, A.G., Bentley, G., 1973. Chondrocyte multiplication in osteoarthritic
articular cartilage. J. Bone Joint Surg. Br. 55, 588–594.

otte, A., Pasham, V., Bhandaru, M.,  Bobbala, D., Zelenak, C., Lang, F., 2012.
Rapamycin sensitive ROS formation and Na(+)/H(+) exchanger activity in
dendritic cells. Cell. Physiol. Biochem. 29, 543–550.
 PRESS
d Development xxx (2016) xxx–xxx

Roux, C., 2011. Anti-TNF[alpha] therapy and prevention of bone loss in rheumatoid
arthritis. IBMS BoneKEy 8, 154–158.

Rovira-Llopis, S., Díaz-Morales, N., Bañuls, C., Blas-García, A., Polo, M.,
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