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is illustrated by the rich repertoire of host signalling cascades causing cell death and by the multiple
strategies exhibited by viruses to block death signal transduction and preserve cell viability. Vaccinia
virus (VACV), a poxvirus and the vaccine used to eradicate smallpox, encodes multiple proteins that
interfere with apoptotic, necroptotic and pyroptotic signalling. Here the current knowledge on cell death

i‘s; ‘ggglss pathways and how VACV proteins interact with them is reviewed. Studying the mechanisms evolved by
Necroptosis VACV to counteract host programmed cell death has implications for its successful use as a vector for
Pyroptosis vaccination and as an oncolytic agent against cancer.
Vaccinia virus © 2017 The Authors. Published by Elsevier B.V. on behalf of European Federation of Immunological
Vaccines Societies. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/
Oncolytic viruses licenses/by-nc-nd/4.0/).
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1. Introduction
well-defined molecular mechanisms that can be altered geneti-
Since the word apoptosis was coined [1] a great deal has been cally or pharmacologically. Regulated cell death, as opposed to
learnt about regulated cell death. Cell death is regulated by several accidental cell death, occurs in response to modifications in the
intracellular environment, such as DNA damage, energy stress or
hypoxia, or changes in the extracellular milieu. Intrinsic challenges
Trrespon ding authors. to cell s_urvivgl initiate signa'lling pathways that converge on rqito—
E-mail addresses: c.maluquerdemotes@surrey.ac.uk (C. Maluquer de Motes), chondria, which are responsnble for OXygen'dependent synthe51s of
gls37@cam.ac.uk (G.L. Smith). ATP. Mitochondrial sensing of threats originating from within the
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cell leads to cytochrome c release and the irreversible activation of
proteolyticenzymes known as caspases [2]. Mitochondrial-induced
cell death thus constitutes an ancient regulatory mechanism to
ensure organ development and tissue homeostasis. However, it
is also a host defence mechanism against intracellular pathogens,
such as viruses, because early, regulated cell suicide restricts com-
pletion of the viral life cycle and thereby viral production and
spread. Indeed, the interplay between viruses and regulated cell
death depicts a fascinating evolutionary arms race. Viral targeting
of mitochondrial cell death is common and is likely to have exerted
evolutionary pressure on the host to establish a mitochondrion-
independent pathway for the activation of caspases. The ‘extrinsic’
pathway is triggered by extracellular ligands such as cytokines of
the tumour necrosis factor (TNF) family, which are released rapidly
in response to viral infection. The anti-viral potency of apopto-
sis is illustrated by the evolution of viral inhibitors targeting both
extracellular and intracellular components of the signalling cascade
including the initiator caspase-8 [3]. Experiments using vaccinia
virus (VACV) have, however, demonstrated that viral countermea-
sures can be overturned by regulated necrosis, also known as
necroptosis [4], a caspase-independent cell death mechanism that
is likely to have evolved to counteract viral inhibition of caspases.
Necroptosis, as opposed to apoptosis, has a clear pro-inflammatory
nature. It is followed by the release of pathogen- and endoge-
nous danger-associated molecular patterns (PAMPs and DAMPs)
that are recognised by pattern recognition receptors (PRRs) that,
for instance, activate inflammasomes and the production of pro-
inflammatory cytokines, chemokines and interferons and thereby
facilitate inflammatory cell recruitment to the site of infection [5,6].
Inflammasome activation promotes maturation and release of the
pro-inflammatory cytokines interleukin (IL)-13, IL-18 and IL-33
and the induction of pyroptosis, an inflammatory form of cell death
mediated by caspase-1 [7].

VACV is the prototypic and best studied member of the Poxviri-
dae and is alarge DNA virus that replicates in the cell cytoplasm and
dedicates between one third and one half of its coding capacity to
counteract the host response to infection [8]. The means by which
VACV interferes with the immune system is extensive, just as it is
with host cell death, and studies on VACV-host interactions have
contributed insights into the biology of infection. In this review, we
describe the mechanisms evolved by VACV to evade host regulated
cell death, namely apoptosis, necroptosis and pyroptosis, and dis-
cuss the importance of understanding such evasion strategies for
the development of more effective vaccines and oncolytic agents.
Although VACV encodes a number of extracellular proteins target-
ing IL-13 [9,10], IL-18 [11-14], or TNF [15], and hence with the
capacity to modulate apoptosis, necroptosis and pyroptosis, these
have been reviewed elsewhere [8,16] and are not considered here.

1.1. Activation of mitochondrial apoptotic cell death

Apoptosis, or programmed cell death, mediates the ordered dis-
assembly of a cell from within, keeping the plasma membrane
intact, thus avoiding the release of potentially damaging intracellu-
lar components and minimising damage to neighbouring cells [17].
The ensuing small vesicles called apoptotic bodies, which contain
cellular debris, are subsequently taken up and destroyed by phago-
cytes. Cell disassembly is performed by caspases and orchestrated
at the mitochondrion by B-cell lymphoma (Bcl)-2 and Bcl-2-like
proteins. The Bcl-2 family is composed of anti-apoptotic proteins
sharing similarity in Bcl-2-homology (BH) domains 1, 2, 3 and 4,
and pro-apoptotic proteins, which only share homology to BH3
domains [18]. A complex protein-protein interaction network is
established between these proteins to regulate cell suicide. Upon
apoptotic challenge pro-apoptotic BH3-only proteins Bid, Bim
and Puma activate effectors Bax and Bak [19], which oligomerise

and assemble pores in the mitochondrial membrane. These pores
allow the efflux of cytochrome ¢, amongst other proteins, from
the mitochondrial intermembrane space to the cytosol. Cytosolic
cytochrome c can assemble the apoptosome complex, composed
of the apoptosis protease-activating factor-1 (APAF-1) and pro-
caspase 9, which induces activation of executioner caspase-3 and
—7, ultimately leading to cell death [20] (Fig. 1). Anti-apoptotic
proteins (Bcl-2, Bcl-xl, Bcl-w, Mcl-1, and Bfl-1) interfere with acti-
vator BH3-only proteins to prevent Bax/Bak activation, although
a direct interaction with the latter can also occur [21]. The final
outcome is also modulated by other BH3-only proteins (e.g. Bad,
Noxa, Bik) that sequester anti-apoptotic proteins liberating activa-
tor and effector pro-apoptotic factors. Recently, crystallographic
data has provided a model to understand Bax/Bak oligomerisa-
tion. BH3-only proteins interact with Bak/Bax hydrophobic pocket
triggering a conformational change in Bax/Bak that exposes their
BH3 domains [22,23]. Exposed BH3 domains from these ‘activated’
Bax/Bak monomers can be recognised by hydrophobic pockets of
other Bax/Bak monomers, effectively forming dimers and becom-
ing themselves ‘activated’. This process leads eventually to the
formation of oligomers of Bax and Bak [24]. Despite this insight,
how the intricate Bcl-2 protein network is organised remains the
focus of ongoing research. Binding affinities between Bcl-2 mem-
bers have been established, but mostly in solution using in vitro
BH3 peptides that might not reflect the environment encountered
at the mitochondrial membrane with whole proteins [25] and the
temporal dynamics of the interactions [21,26]. In addition, many
family members are tissue or cell type specific [27]. These fac-
tors contribute to the diversity of apoptotic thresholds observed
in experimental and clinical settings.

The activation of apoptosis induced by stress in the secretory
pathway, namely the endoplasmic reticulum (ER) and the Golgi
apparatus, is also relevant to this review. The ER is where nascent
polypeptide strands are folded and first post-translationally mod-
ified. These proteins are then sorted and packaged into cargo
vesicles destined for export or transport to different parts of
the cell. Stress within the secretory pathway is an alternative
‘from-within’ cell suicide signal deriving from the accumulation
of misfolded proteins, viral infection, depletion of luminal Ca2*
stores, or transmembrane protein interactions leading to apopto-
sis [28,29]. Although ER stress has been studied predominantly
and no Golgi-specific stress sensors have been well-characterised,
the continuous mixing of ER and Golgi contents is likely to con-
tribute to the integration of stress signals detected in either of these
organelles [28]. In the event that the ER and/or Golgi apparatus
become stressed, an unfolded protein response (UPR) is initiated
as a pro-survival signal to activate several repair systems. How-
ever, aprolonged UPR leads to apoptosis [30]. Amongst the different
transmembrane kinases activated by an UPR, inositol-requiring
enzyme 1 (IRE-1) is crucial in recruiting c-Jun N-terminal kinase
(JNK) [31]. JNK regulates several Bcl-2 family members by phos-
phorylation and can ultimately lead to Bax/Bak activation and
mediate cytochrome c release (reviewed in [32]). In addition to IRE-
1, Ca2* levels also contribute to the UPR because the protein folding
monitoring function of Ca2*-binding chaperones such as calnexin
and calreticulin is inactivated by reduction in Ca2* concentration
[33].

1.2. Death receptor-mediated apoptosis

Extrinsic receptor-mediated apoptosis is triggered by extra-
cellular death ligands such as Fas ligand (FasL) or TNFa (Fig. 1).
Engagement of their cognate receptors causes the recruitment of
several adapter proteins such as Fas-associated death domain pro-
tein (FADD), TNF-receptor [TNFR]-associated death domain protein
(TRADD), TNFR-associated factor 2 (TRAF2) or receptor-interacting
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Fig.1. Inhibition of apoptotic cell death by VACV proteins. The apoptosome complex consisting in APAF-1 and pro-caspase-9 is formed in response to the release of cytochrome
¢ from the mitochondrion and leads to the activation of executioner caspases 3 and 7. In normal conditions, cytochrome c is stored inside the mitochondrial membrane, but
upon cell intrinsic challenges and activation of BH3-only proteins, a conformational change occurs in effector proteins Bax and Bak, which oligomerise on the mitochondrial
membrane forming channels. VACV protein F1 blocks this signalling cascade by targeting Bim, Bak and caspase-9, whereas protein N1 does so targeting Bad and Bid. The
mitochondrion is also sensitive to other intrinsic challenges independent of the BH3-only family. Sudden increases in Ca2* release from the ER and Golgi apparatus activate [NK
and ultimately lead to Bax/Bak activation. Some VACV strains prevent this by expression of the channel-like protein vGAAP and depleting the levels of Ca* in the intracellular
stores. Cell extrinsic challenges can also trigger activation of caspase-3 and —7 via the receptor mediating death signalling pathway and the activation of caspase-8. Proteins
B13 and B22 target caspase-8, thus blocking extrinsic apoptosis. Inhibition of intrinsic apoptosis by B13 has also been demonstrated due to its ability to act as a pan-inhibitor

of caspases.

protein 1 (RIP1). The formation of this death-inducing signalling
complex (DISC)is essential to create a scaffold complex that recruits
and activates pro-caspase-8 (Fig. 2). This complex is commonly
known as ripoptosome or complex II [34,35]. After it has been
cleaved proteolytically, free caspase-8 activates caspase-3, —6 and
—7 to initiate apoptosis. The extrinsic receptor-mediated path-
way is regulated at different stages. First, the silencer of death
domain protein (SODD), an intracellular TNFR inhibitor, prevents
constitutive signalling [36]. Secondly, cellular inhibitor of apoptosis
proteins (cIAPs) prevent the release of DISC and stimulate TNFx-
mediated activation of nuclear factor kB (NF-kB) [37]. Lastly, cFLIP
(FLICE/caspase-8 inhibitory protein) sequesters pro-caspase-8 and
negatively regulates its protease activity [38]. Similar strategies for
interfering with TNF-induced cell death are used by several viruses,
particularly herpes viruses [3].

Double stranded (ds)RNA also has the potential to induce
mitochondria-independent apoptosis, via toll-like receptor 3
(TLR3) and the recruitment of caspase-8 [39]. Viral inhibitors acting
at this level can therefore block both TLR3- and TNF-induced death.
Conversely, in certain cell types, commonly known as type II cells,
deathreceptor signalling is amplified via the mitochondrion. Active

caspase-8 cleaves Bid and generates a 15-kDa protein named trun-
cated Bid (tBid), which translocates into the mitochondrion and
induces Bax/Bak oligomerisation [40,41] (Fig. 1). Coexpression of
Bcl-xI1 inhibits tBid-mediated pro-apoptotic effects, thus explain-
ing why viral anti-apoptotic proteins acting at the mitochondrion
have also the potential to diminish extrinsically-induced apopto-
sis.

1.3. The alternative, caspase-independent cell death: necroptosis

Besides extrinsic apoptosis, death receptor signalling unleashes
asecond, alternative regulated cell death programme that becomes
activated when caspase-8 activity is compromised (reviewed in
[34]) (Fig. 2). Caspase-independent programmed necrosis (necrop-
tosis) follows the formation of a ripoptosome complex lacking
caspase-8 (e.g. deficient cells) or containing catalytically inac-
tive caspase-8 (e.g. pharmacological inhibition, viral infection).
In this complex, caspase-8 susceptible, pro-necrotic kinases RIP1
and RIP3 become stabilised, interact through RIP homotypic inter-
action motif (RHIM) and establish a phosphorylation-dependent
complex able to activate downstream effectors [4,42,43] (Fig. 2).
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they induce the formation of a protein complex (I) that leads to activation of the transforming growth factor 3-activated kinase 1 (TAK1) and a pro-survival signal that includes
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the formation of an alternative complex known as ripoptosome or complex I that leads to activation of caspase-8 and apoptotic death. VACV protein B13 inhibits caspase-8
and consequently blocks the death signal deriving from complex II. This action, however, has the potential to unleash the necroptotic death pathway that is activated when

extrinsic apoptotic agonists that cannot signal due to compromised caspase activity.

Amongst several suggested RIP1-RIP3 targets, the pseudo-kinase
mixed lineage kinase domain-like protein (MLKL) has emerged as
a critical effector of necroptosis [44,45]. When MLKL is doubly
phosphorylated by RIP3, it oligomerises and associates with mem-
brane compartments leading to cytosolic leakage. MLKL activation
and necroptosis can also occur downstream of a non-canonical
ripoptosome deriving from TLR3 and TLR4 signalling. In this
case, TIR domain-containing adaptor protein inducing interferon-
3 (TRIF) mediates recruitment of RIP1 through its RHIM domains
[34]. Necroptosis can be reversed with necrostatin-1, a chemi-
cal inhibitor of RIP1 [46], or necrosulphonamide, which prevents
MLKL oligomerisation [44] (Fig. 2). No specific inhibitors of RIP3
have, however, been described, perhaps because they activate
caspase-8 apoptosis, as reported recently with a kinase-dead RIP3
mutant [47]. These observations reflect the tight balance estab-
lished between apoptotic and necroptotic pathways.

1.4. Pyroptotic cell death

Pyroptosis is a more recently identified form of cell death
characterised by plasma membrane rupture and release of pro-
inflammatory intracellular contents. Its dependence on caspases
has complicated its discrimination from apoptosis, but pyroptosis
is highly inflammatory and morphologically and mechanistically
distinct from other forms of cell death [48]. Pyroptosis occurs
upon activation of inflammatory caspases: caspase-1 (known
formerly as IL-1-converting enzyme [ICE]) and the human homo-
logues of murine caspase-11 (caspase-4 and —5) [49,50]. Caspase-1
activation derives from of a multiprotein complex named the
inflammasome (Fig. 3). Members of this complex belong to the
nucleotide-binding domain and leucine-rich repeat containing
receptor (NLR) family, the absent in melanoma 2 (AIM2)-like
family, or the tripartite motif (TRIM) family [7,51,52]. Members
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Fig. 3. Inhibition of pyroptotic cell death by VACV proteins. Activation of caspase-1 can induce cell death and the maturation and release of pro-inflammatory intracellular
contents. A variety of intracellular complexes known as inflammasomes can become activated in response to viral infection and promote the maturation of pro-caspase-1
into active caspase-1. VACV can counteract the pyroptotic machinery using protein B13, which acts intracellularly inhibiting caspase-1 directly, and protein B15, which acts
extracellularly as a soluble IL-1{ receptor. In addition, protein F1 has the capacity to block the NLRP1 inflammasome and consequently prevent the upstream activation of

caspase-1.

of these families act as PRRs in response to a variety of infec-
tious agents and signal through either a caspase activation and
recruitment domain (CARD) or a pyrin domain, which requires the
adapter ASC (apoptosis-associated speck-like protein containing a
CARD). Inflammasomes recognise multiple PAMPs including those
produced during VACV infection [53,54]. Unlike canonical inflam-
masomes, recent work has demonstrated that caspase-11, —4 and
—5 bind directly to PAMPs such as lipopolysaccharide (LPS), which
illustrated a new mode of caspase activation not observed for apop-
totic caspases [55]. Whether inflammatory caspases can recognise
viral PAMPs directly is unknown. Irrespective of how they become
activated, inflammatory caspases promote the proteolytic matu-
ration of pro-IL-1f3, pro-IL-18 and pro-IL-33 to the mature forms
of these cytokines and their release from the cell. These events
also trigger the induction of pyroptotic cell death, which causes the
release of IL-1a and high-mobility group box chromosomal protein
B1 (HMGB1) [49,56].

2. Inhibition of programmed cell death by vaccinia virus
(VACV)

VACV is a large DNA virus with a broad cell tropism and a rapid
replication cycle. VACV modulates many biological properties of the
infected cell to aid virus replication and spread and suppress the
host innate immune response. In this context an early and efficient
inhibition of host cell death is paramount for the virus and accord-
ingly, VACV expresses several proteins to either suppress upstream
signals leading to death or inhibit the activity of downstream effec-
tors, such as caspases. All these viral factors are expressed early
after infection, before viral genome replication is initiated, so that
cell viability during infection is ensured. A list of VACV proteins
affecting programmed cell death is presented alongside their loca-
tion in the viral genome (Fig. 4) and their site of action in each death

signalling pathway (Figs. 1-3 and Table 1). For earlier reviews on
this topic see [57,58].

2.1. Protein B13

VACV strain Western Reserve (WR) protein B13 (also known
as serine protease inhibitor [serpin] 2 or SPI-2) belongs to the
serpin family, a group of protease inhibitors with multiple roles
in inflammation, blood clotting and complement activation [59].
The presence of genes encoding serpins in poxvirus genomes was
established in the late 1980s [60-63]. One of these is a 38-kDa
protein called cytokine response modifier (Crm)A from cowpox
virus (CPXV), and has been studied intensively. Initially, CrmA was
demonstrated to induce the formation of haemorrhagic pocks on
the chorioallantoic membranes of CPXV-infected chicken embryos
[62]. Thereafter, CrmA was shown to be an inhibitor of ICE [64],
now called caspase-1, and of extrinsic apoptosis induced by Fas
or TNF, leading to the conclusion that ICE/caspase-1 was the key
enzyme to trigger extrinsic apoptosis [65-69]. These studies estab-
lished that despite being a serpin inhibitor, CrmA could also interact
with another family of proteins, the so-called caspases, allowing
inhibition of apoptosis.

The first characterisation of the VACV orthologue of CPXV CrmaA,
B13 (encoded by gene B13R in VACV strain WR), showed that
B13 shared 92% amino acid identity with CrmA [63,70] and was
expressed in some strains of VACV such as WR, International Health
Department (IHD)-J, Wyeth and rabbitpox virus (RPXV, a VACV
strain), but not in others such as Copenhagen, Tashkent, Lister or
Tian Tian [71]. This was consistent with the subsequent obser-
vation that VACV strain WR, but not Copenhagen, could inhibit
Fas-induced apoptosis [72-74]. Deletion of B13R from the VACV
strain WR genome did not affect virus growth in vitro or alter viru-
lence in a murine intranasal model of infection [71], but produced



Table 1
VACV factors modulating regulated cell death.

VACV protein  Mass Structure/Oligomerisation Conserved in Cellular Role on regulated cell death Mechanism Other roles Role in
(kDa) VACV strains localisation Virulence
B13 (SPI-2) 38.5 Serine protease inhibitor/No No Cytosolic e Inhibition of extrinsic and o Inhibition of caspase-8,-9, e Unknown in: no
intrinsic apoptosis -10 id: yes, \,
o Inhibition of pyroptosis o Inhibition of caspase-1
e Activation of necroptosis?
B22 (SPI-1) 40 Serine protease inhibitor/No Yes Cytosolic o Inhibition of extrinsic apoptosis e Inhibition of caspase-8 e Host restriction in: no
F1 26 Bcl-2-like/Dimer Yes Mitochondrion o Inhibition of intrinsic apoptosis o Targetting Bak, Bim e Unknown in: yes, /
o Inhibition of pyroptosis e Targetting NLRP1
N1 14 Bcl-2-like/Dimer Yes Cytosolic o Inhibition of intrinsic apoptosis e Targetting Bid, Bad e NF-«kB pathway in: yes, /
o IRF3 pathway id: yes, 7
GAAP 26.5 Transmembrane/Oligomer No Golgi apparatus e Inhibition of extrinsic and e Unknown e Cation channel in: yes, \
intrinsic apoptosis o Intracellular Ca?* flux
regulation
e SOCE regulation
e Cell adhesion and migration
E3 20-25 Unknown/dimer Yes Cytosolicnuclear e Inhibition of intrinsic apoptosis e Binding to dsRNA, Z-DNA, e PKR inhibition in: yes, /

PKR

e Hostrange

Abbreviations: VACV, vaccinia virus; in, intranasal model of infection; id, intradermal model of infection; 7, presence of the protein increases virulence; \, presence of the protein decreases virulence; SOCE, store-operated

calcium entry.
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larger lesion sizes after intradermal inoculation [75]. Loss of B13
also enhanced the antibody response to the HPV L1 protein follow-
ing immunisation with arecombinant VACV expressing this protein
[76].B13 inhibited the cleavage of pro-IL-1f3 to IL-1f3 like CrmA, but
did not affect the febrile response to infection or influence animal
weight loss after intranasal inoculation even in the context of a virus
lacking protein B15 [74], the VACV soluble IL-13 receptor [9,77].
Analyses of the response to intranasal infection with VACV strains
WR and Copenhagen that do (WR) or do not (Copenhagen) express
B15 showed that the presence of B15 was sufficient to inhibit fever
following infection. Taken together, these observations reinforced
the notion that IL-1p3 is the main endogenous pyrogen leading to
febrile episodes [9,10,77].

After the harmonisation of caspase classification and nomen-
clature [78], the spectrum of action of CrmA was established and
despite small discrepancies due to different experimental condi-
tions, it was accepted that CrmA and, by extension, B13 were broad
spectrum inhibitors of caspases with clear inhibitory activity for
caspase-1, —4, -5, —8, -9 and —10 [79-82] (Figs. 1-3). Inhibition
of caspase 8 explains the ability of B13 to block extrinsic apoptosis
(Figs. 1 and 2), and inhibition of caspase 1 would predict an ability
to block pyroptosis (Fig. 3), although this has never been formally
demonstrated. Pan-inhibition of caspases by B13 is consistent with
the activation of the necroptotic response following VACV infection
[4,83,84]. Given that B13 is the most potent inhibitor of apoptosis in
VACV [85], it is presumed that B13 is the main inhibitor of caspase
activity and, consequently, the main contributor to viral-induced
necroptosis in response to extrinsic apoptotic challenges, although
this has not been tested with viruses engineered to lack B13.

2.2. Protein B22

The ability to induce haemorrhagic pocks on chorioallantoic
membranes could not be ascribed to CrmA/B13 in all cases. Contrary
to the case with CPXV, the equivalent of B13 in RPXV was dispens-
able for red pock formation and host cell range, and this was rather
determined by the product of the gene B22R [86,87]. These results
showed that RPXV B13 and CPXV CrmA are not functionally equiva-
lent and that in certain settings, not all B13 counterparts were able
to inhibit apoptosis [88].

VACV protein B22 (also known as serpin inhibitor 1 or SPI-1)
is encoded by gene B22R in strain WR and C12L in strain Copen-
hagen[63,89-91],and also belongs to the serpin family. Its presence
in poxvirus genomes was demonstrated at the same time as B13
[60-62]. B22 is a 40-kDa protein expressed early during infec-
tion that shares 46% amino acid identity with CrmA [63]. B22 was
detected in every orthopoxvirus tested including CPXV and VACV
strains WR, IHD-], IHD-W, Copenhagen, Tashkent, Tian Tian, Lis-
ter, rabbitpox virus and Wyeth [71]. The B22R gene is also present
in multiple strains of variola virus [92-94] and in ectromelia virus
[95], suggesting an important role in infection. However, as for B13,
no difference in virus replication in vitro or virulence in a murine
intranasal model of infection was observed for viruses lacking B22
[71]. The activity of B22 in preventing cell death was demonstrated
in two studies showing that B22 had a role in host restriction and
that its deletion could trigger apoptosis in the pig kidney cell line
PK-15 and in the human lung carcinoma A549 cell line [86,87], pre-

sumably via targeting caspase-8 (Fig. 1). Moreover, another group
demonstrated that the complete inhibition of extrinsic apoptosis
in certain cell types required both B13 and B22 [88].

2.3. Protein F1

VACV protein F1 is a 26-kDa protein expressed early after infec-
tion that is widely conserved amongst VACV strains [96]. There are
also more distantly related counterparts in avipoxviruses such as
fowlpox virus (FPXV) where it is known as FPXV039 [97]. F1 is a
potent inhibitor of intrinsic mitochondrial apoptosis (Fig. 1) and
its existence was suggested initially by the ability of the VACV
strain Copenhagen to block apoptosis despite lacking B13 [98].
The inhibitory effect of F1 on apoptosis was demonstrated clearly
when ectopically expressed F1 was capable of protecting human
monocyte THP-1 cells from apoptosis after infection with VACV
strains 811 (vv811) and 759, which contain large genomic dele-
tions including F1 and B13 [96]. Similar results were obtained in
human osteosarcoma U2-0S cells and human cervical carcinoma
HelLa cells infected with recombinant vv811 engineered to express
F1 [85]. F1 localised at the mitochondrion by virtue of an anchor
domain at its C terminus, and this localisation was necessary for its
anti-apoptotic activity [99]. Initially, F1 was found to interact with
Bak, but not Bax, preventing its oligomerisation and the release of
cytochrome c following viral infection [100-102]. Soon thereafter,
an inhibitory effect on Bax activation was also noticed and this was
attributed to the ability of F1 to bind the pro-apoptotic BH3-only
protein Bim [103]. The crystal structure of F1 revealed that despite
the absence of amino acid sequence similarity to other Bcl-2 pro-
teins, F1 had a Bcl-2 fold and formed a dimer with a canonical
BH3-binding groove and an unusual N-terminal extension [104].
This surface groove interacted with the BH3 peptide of Bim and, to
a lower extent, Bak in vitro. More recently, the structures of the F1-
Bak and F1-Bim complexes were solved and demonstrated that F1
can engage two BH3 ligands simultaneously via its surface groove
to prevent Bax and Bak homo-oligomerisation and apoptosis [105].
In 2010 another group reported the role of F1 as a direct inhibitor
of caspase-9 and hence, of the formation of the apoptosome [106]
(Fig. 1). This function was independent of the Bcl-2-like core and
was ascribed to the N-terminal extension [107] despite previous
reports indicating that this region was dispensable for apoptosis
inhibition [101].

F1 has also been reported to inhibit the formation of inflam-
masomes via targetting of the NLR family member NLRP1 [53]
(Fig. 3). The absence of F1 in in vitro infected macrophages led to
increased activation of caspase 1 and elevated IL-1[3 secretion. This
activity was mapped to the N-terminal sequence upstream of the
Bcl-2-like core, and a recombinant hexapeptide mimicking the F1
binding site supressed NLRP1 activity in vitro. More importantly,
mice intranasally infected with recombinant viruses expressing an
F1 allele unable to target NLRP1, but retaining its anti-apoptotic
activity, showed a smaller drop in body temperature, which cor-
related with increased levels of proteolytically cleaved caspase-1
in the bronchial alveolar lavage (BAL) fluids of the animals [53].
This confirmed a net increase of IL-1[3 production in the absence of
F1. Interestingly, this mutant virus displayed almost identical vir-
ulence to a virus lacking the entire F1L gene, suggesting that the
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anti-apoptotic activity of F1 did not drive virulence in this model of
infection. At present, it is unknown whether F1 contributes to viru-
lence in the intradermal model of infection like B13, or whether
F1 delays the appearance of illness symptoms and mortality in
the context of a virus lacking B15. B13 and F1 are so far the only
VACV intracellular proteins blocking inflammasome activation, IL-
1B production and hence pyroptosis (Fig. 3). Studies using the
highly attenuated strain MVA have suggested a role for the NLPR3
inflammasome in detecting VACV infection [ 108], but a viral NLPR3
specific inhibitor is yet to be identified. Irrespective of the number
of intracellular strategies, it is likely that these determine minor
changes to the overall systemic levels of IL-1[3 and that the latter are
mostly regulated by protein B15, an extracellular protein that binds
IL-13 produced by both infected and uninfected cells recruited to
the site of infection [9,10] (Fig. 3). Intracellular strategies must,
conversely, be crucial in preventing pyroptotic cell death.

2.4. Protein N1

VACV gene N1L is a widely conserved gene encoding a small
intracellular protein that contributes to virulence [109-112]. Simi-
lar to F1, N1 did not share any sequence similarity to Bcl-2 proteins,
but its crystal structure revealed a homodimeric protein expos-
ing a conserved surface groove capable of binding BH3 peptides
[113,114]. In fact, the number of VACV proteins adopting a Bcl-2-
like fold extends beyond F1 and N1. Besides these, the structure of
5 other VACV proteins has shown to be Bcl-2-like [115-118], and
4 more are predicted to share structural similarity with the Bcl-2
family [115,119]. Despite their shape, most of these proteins have
evolved to inhibit innate immune signalling cascades [8,115], and
only F1 and N1 seem to have retained some anti-apoptotic activity.

Mechanistically, N1 was initially shown to interact with BH3
peptides of Bid, Bim and Bax in in vitro binding assays [113], and
with Bad, Bid and Bax in co-immunoprecipitation experiments
[114]. Later on, a group was unable to reproduce the N1-Bax inter-
action [120] and another one reported that, in addition, N1 had
no anti-apoptotic activity [121]. The lack of interaction with Bax
was also confirmed by a third report that demonstrated instead
an interaction with Bad and Bid (Fig. 1). Moreover, this interaction
was abrogated by introduction of specific point mutations in the
BH3-binding groove, whilst the other known biological activity of
N1, the inhibition of NF-kB, was retained [122]. This report also
demonstrated that abolishing the anti-apoptotic activity of N1 did
not have an impact on virulence in mice, a conclusion consonant
with similar data for F1 [53]. Virulence relied instead on the abil-
ity of N1 to inhibit inflammatory signalling, such as blockage of
the activation of the inflammatory transcription factors NF-kB and
interferon regulatory factor 3 (IRF-3) [123]. However, although the
capacity to block NF-kB activation has been confirmed by others
[114,122,124], its role as IRF-3 inhibitor remains unclear [114,124]
and a mechanistic understanding of such inhibitory activity is lack-
ing. The effects of N1 on the host immune response are profound.
Infection with WR lacking N1 or carrying an allele (I6E) unable to
block NF-kB activation induced stronger effector and memory CD8*
T cells [125]. More recently, a comprehensive study comparing the
potency of all known VACV anti-apoptotic proteins concluded that
although N1 prevented apoptosis in certain conditions, its potency
after ectopic expression was lower than that observed for B13 or F1,
and almost negligible in the context of infection [85]. These results
indicated that NF-kB inhibition is the main function of N1 and is
consistent with the demonstration that loss of N1 anti-apoptotic
activity did not affect virulence [ 122]. Finally, it was shown recently
that N1 is ubiquitylated during viral infection [126], but it remains
unclear whether this constitutes another potential function or sim-
ply modulates reported ones.

2.5. Protein vGAAP

The 6L gene from camelpox virus encodes a 26.5-kDa pro-
tein termed viral Golgi anti-apoptotic protein (vGAAP) that is also
present in 3 VACV strains, Lister, USSR and Evans [127,128], and
CPXV [129]. The discovery of vGAAP led to the characterisation of
its human counterpart hGAAP due to the unusually high amino
acid identity (73%) between them [127]. hGAAP is a member of
the transmembrane Bax inhibitor-1 motif containing (TMBIM) fam-
ily, whose most studied member is Bax inhibitor-1 (BI-1). BI-1 is
located in the ER and inhibits Bax- and staurosporine-, but not
Fas-, induced apoptosis, suggesting a role in preventing intrinsic
apoptosis [130,131]. GAAP is also highly hydrophobic and con-
tains 6 transmembrane domains and a C-terminal hydrophobic
loop [132], but is located in the Golgi apparatus where it forms
a cation-selective channel involved in several cellular pathways
[129]. In addition, over-expression of GAAP can also cause its accu-
mulation at the ER. GAAP reduces the Ca2* loading of intracellular
stores (Golgi and ER) and reduces the induction and frequency of
oscillatory changes in cytosolic CaZ* [133]. hGAAP also enhanced
store-operated Ca2* entry (SOCE) into the cell and consequently
the activity of calpain 2, a Ca2* sensitive protease involved in the
recycling of cell adhesion components [134]. In this way, hGAAP
promotes cell adhesion and migration. Although the mechanism
through which alterations in cellular Ca2* handling sensitises cells
against apoptosis are not completely understood, the ability of
GAAP to reduce CaZ* available for release from the stores into the
cytosol and regulate intracellular Ca%* fluxes forms the basis of its
current mechanistic link with its ability to suppress apoptosis [133]
(Fig. 1). Indeed, mutation of a residue important for the channel
pore activity abrogated the anti-apoptotic activity of GAAP against
intrinsic and extrinsic pro-apoptotic stimuli [129].

VGAARP is the largest viral ion channel described so far and the
only one identified in poxviruses. Deletion of vGAAP from the viral
genome did not impact on viral replication, but did increase signs
of illness and weight loss in an intranasal model of infection [127],
demonstrating a negative impact on virulence. Unlike BI-1, vGAAP
inhibited both intrinsic and extrinsic apoptosis in tissue culture
[127,135], but was only capable of blocking intrinsic apoptosis in
the context of a recombinant vv811 strain engineered to express
VGAAP [85]. In addition, vVGAAP can homo-oligomerise, although a
VGAAP mutant that could only form monomers retained its abil-
ity to inhibit apoptosis and reduce the Ca2* content of intracellular
stores [135]. This indicates that vGAAP is functional as a monomer
[135], although there is no direct evidence that monomeric vGAAP
forms a functional ion channel and it does not exclude the possi-
bility that oligomeric vGAAP can also form a functional channel.

2.6. Protein E3

VACV protein E3 is an important interferon antagonist that also
affects VACV host range and contributes to virulence. E3 was char-
acterised first as a 25-kDa dsRNA binding protein that antagonises
the anti-viral activity of the interferon-induced dsRNA binding
protein PKR [136,137] and possesses a C-terminal dsRNA bind-
ing domain [138,139]. E3 is present in both the cytoplasm and
nucleus and is translated into 19- and 25-kDa forms by use of
alternative AUG codons [140]. The N-terminal region of E3 forms
a distinct domain [139] that has similarity with Z-DNA binding
proteins [141] and both N- and C- terminal domains contribute
to virus virulence [142-144]. Both domains can also contribute to
resistance to interferon [145]. In addition to blocking activation of
PKR, E3 was also described as an apoptosis inhibitor when HelLa
cells infected with a mutant VACV lacking the E3L gene resulted in
rapid cell death [146]. Uniting both observations, dsSRNA was found
subsequently to be a potent trigger for apoptosis in VACV-infected
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cells, and this correlated with the ability of E3 to sequester dsRNA
and inhibit PKR activity [136,147-149]. PKR is a serine-threonine
kinase, expressed in mammalian cells constitutively at low levels
and upregulated upon IFN treatment. Once activated, PKR phospho-
rylates the eukaryotic translation initiation factor elF2« leading to
inhibition of protein synthesis. Activated PKR can also phospho-
rylate the NF-kB inhibitor IkB leading to NF-kB-dependent gene
expression. Both signalling cascades contribute to PKR-induced
apoptosis [150-152], and although E3 was also described as a direct
inhibitor of PKR via protein-protein interactions [153,154]| and
mutagenesis has suggested dsRNA binding is not essential for E3
function [155], the majority of evidence suggests that it is the abil-
ity of E3 to bind dsRNA that prevents PKR apoptotic effects. The
C-terminal dsRNA binding domain is also necessary for inhibition
of activation of NF-kB and transcription of the IFN-3 gene induced
by dsRNA transcribed by RNA polymerase III from A:T rich DNA
[156,157].

3. Clinical and therapeutic implications

The study of VACV and its interplay with the host has impor-
tant implications for its use as an oncolytic agent and as a vaccine
vector. Oncolytic viral therapy started with the concept of engi-
neering viruses that could replicate selectively in tumours leading
to their destruction whilst not replicating in normal tissue. Evasion
of cell death is a hallmark of cancer, and many tumours acquire
genetic mutations in apoptotic pathways to become resistant to
both intrinsic and extrinsic pro-apoptotic stimuli [158]. In such an
environment viral anti-apoptotic strategies become redundant and
can be eliminated from the oncolytic virus to generate an agent
that is unable to replicate in normal cells, because these undergo
apoptosis in response to infection, and replicates selectively in
transformed cells. Although this was the basis for the development
of the first oncolytic viral agents, several clinical trials have demon-
strated the need to harness the immune response associated to the
oncolytic agent to guarantee optimal therapeutic activity [159]. An
attractive approach to enhance immunotherapeutic effects consists
in promoting immunogenic cell death to induce a more robust anti-
tumour immune response [160-162]. VACV represents an ideal
candidate for oncolytic therapy because of its immune activa-
tion capacity, its rapid and cytocidal replicative cycle, broad tissue
tropism, inability to integrate its genome in host chromosomes
and the extensive clinical data collected from its use as the small-
pox vaccine [159]. For instance, systemic delivery of the JX-594
virus, a thymidine kinase-negative VACV engineered to express
granulocyte-macrophage colony stimulating factor, proved to be
safe and efficacious against tumour tissue and has undergone phase
Il clinical trials for the treatment of solid tumours [163]. Despite
these successes little is known about the mechanisms employed
by VACV to induce tumour cell death. A study reported extensive
apoptosis following MVA infection of melanoma cells [164], whilst
another study reported necroptotic cell death in ovarian cancer
cells infected with strain Lister [84]. Although cell death mode can
be cell type specific, it can also be virus strain specific. For instance,
B13, the main necroptotic inducer, is not expressed by strain Lister
(usedin[84]),although B22is[71]. Interestingly, an engineered WR
derivative lacking both B13R and B22R induced both apoptosis and
necrosis in normal and cancer cells as revealed by HMGB1 release
[165].How these viruses triggered regulated necrosis whilst lacking
both pan-caspase inhibitors remains intriguing, but it may indicate
the existence of tumour-specific inhibitory mechanisms lowering
the necroptotic threshold.

VACV also holds promise as a vaccine vector. VACV was the
agent used for the eradication of smallpox more than 30 years
ago [166,167]. Although the safety record of VACV does not meet

the standards applied to current vaccines, attenuated VACV strains
such as MVA and NYVAC do possess excellent safety records and are
currently being tested as vaccines for several diseases [168]. MVA
was generated after passaging the chorioallantois VACV Ankara
strain ~570 times in chicken embryo fibroblasts and despite not
replicating in most mammalian cell types, it retains the ability
to induce strong immune responses [169]. NYVAC was generated
by deletion of 18 open reading frames (ORF) from strain Copen-
hagen, and like MVA, it can drive a potent immune response [170].
How VACYV elicits such potent immune responses remains unclear,
particularly considering the large number of immunomodulatory
proteins present in its genome. Similarly, the impact that VACV
inhibition of programmed cell death may have on those responses
has not been fully addressed.

The type of cell death can influence the outcome of an acquired
immune response during infection. Apoptosis involves the organ-
ised disassembly of a cell and it is not associated with the release
of PAMPs and DAMPs [5]. Antigens associated with dying cells can
be engulfed by dendritic cells (DCs) and used to stimulate CD8*
T-cell cross-priming [171], and the long-term fate of these cells
is determined by the additional signals or ‘help’ from activated
CD4* T-cells. DCs encountering apoptotic cells present antigen to
CD8* T-cells, but not CD4" T-cells [172]. These ‘helpless’ CD8*
T-cells can act as effector cells, but subsequently produce TNF-
related apoptosis-inducing ligand (TRAIL) and die prematurely
[173]. On the contrary, necroptosis and pyroptosis involve the
release of PAMPs and DAMPs, and DCs encountering necroptotic
cells present antigen to both CD4* and CD8" T-cells [172]. The
subsequent ‘helped’ CD8* T-cells do not produce cytotoxic TRAIL
and are long-lived. Interestingly, recent work has unveiled a cru-
cial role for NF-kB signalling in dying cells for optimal CD8" T cell
cross-priming [174], a pathway that is targeted by most viruses
including VACV [8]. Necroptosis and pyroptosis are therefore more
immunogenic cell death modes than apoptosis, and their activation
has the potential to increase the immunogenicity of vaccine vectors.
While necroptosis is critical to control VACV infection [4], no VACV
inhibitors have so far been described. It is possible that necroptotic
responses contribute to the immunogenicity of some VACV strains.
However, this is unlikely to be the case for NYVAC as B13, the main
caspase inhibitor and hence necroptotic trigger, is not expressed in
its parental strain Copenhagen [71]. Likewise, although a B13 ORF
is present in MVA, ORF 182, [175], it is truncated as in VACV Copen-
hagen and therefore non-functional. Similarly, MVA gene 183R, the
equivalent of VACV WR gene B14R, is mutated and non-functional
in MVA [176].

Unlike necroptosis, VACV encodes a number of inhibitors that
modulate pyroptosis, namely B13, F1 and B15, and deletion of these
genes has the potential to unleash pyroptotic responses. Indeed,
deletion of the B15R gene from MVA improved T-cell memory
responses and protection against a respiratory challenge infection
with WR [177]. Likewise, vaccination with MVA strains engineered
to express human immunodeficiency virus (HIV)-1 antigens and
to lack genes A41L and B15R [178] or F1L [179] showed enhanced
immune correlates of protection against HIV-1 antigens. These
reports demonstrate that the rational deletion of inhibitors of cell
death has the potential to improve VACV vaccine vectors.

4. Conclusions

Programmed cell death encompasses a number of highly regu-
lated signalling cascades invariably leading to cell arrest and cell
disruption. Apoptosis is essential for tissue homeostasis and devel-
opment and abortion of the replicative cycle of viruses. Necroptosis
and pyroptosis are more inflammatory in nature and can shape
immune responses against infection and cancer. VACV holds exten-
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sive interest both as an oncolytic agent against cancer and as a
vaccine vector against infectious diseases. However, as a pathogen,
VACV has evolved a number of strategies to counteract host pro-
grammed cell death. Data collected over the past recent years has
started to reveal the impact that the different forms of cell death
have on virulence and immunogenicity, and the importance of
triggering immunogenic versus non-immunogenic cell death. Iden-
tification and understanding of the mechanisms employed by VACV
to prevent cell death not only has the potential to reveal the molec-
ular basis underpinning anti-viral responses, but also offers the
possibility of exploiting them to induce more immunogenic cell
death and elicit stronger and more robust immune responses. This
goal will aid in the development of more efficacious vaccines and
anti-cancer agents.

Acknowledgements

Work in CM.d.M. laboratory is supported by grants
from the Biotechnology and Biological Sciences Research
Council (BB/M003647/1) and the Medical Research Council
(MR/MO011607/1). Work in G.L.S. laboratory is supported by grants
from the MRC and Wellcome Trust. G.L.S. is a Wellcome Trust
Principal Research Fellow.

References

[1] J.F. Kerr, AH. Wyllie, A.R. Currie, Apoptosis: a basic biological phenomenon
with wide-ranging implications in tissue kinetics, Br. J. Cancer 26 (1972)
239-257.

[2] R.C. Taylor, S.P. Cullen, S.J. Martin, Apoptosis: controlled demolition at the
cellular level, Nat. Rev. Mol. Cell Biol. 9 (2008) 231-241.

[3] E.S. Mocarski, ].W. Upton, W.J. Kaiser, Viral infection and the evolution of
caspase 8-regulated apoptotic and necrotic death pathways, Nat. Rev.
Immunol. 12 (2012) 79-88.

[4] Y.S. Cho, S. Challa, D. Moquin, R. Genga, T.D. Ray, M. Guildford, F.K. Chan,
Phosphorylation-driven assembly of the RIP1-RIP3 complex regulates
programmed necrosis and virus-induced inflammation, Cell 137 (2009)
1112-1123.

[5] H. Kono, K.L. Rock, How dying cells alert the immune system to danger, Nat.
Rev. Immunol. 8 (2008) 279-289.

[6] P.Vandenabeele, L. Galluzzi, T. Vanden Berghe, G. Kroemer, Molecular
mechanisms of necroptosis: an ordered cellular explosion, Nat. Rev. Mol.
Cell Biol. 11 (2010) 700-714.

[7] F. Martinon, A. Mayor, ]. Tschopp, The inflammasomes: guardians of the
body, Annu. Rev. Immunol. 27 (2009) 229-265.

[8] G.L. Smith, C.T. Benfield, C. Maluquer de Motes, M. Mazzon, S.W. Ember, B.].
Ferguson, R.P. Sumner, Vaccinia virus immune evasion: mechanisms,
virulence and immunogenicity, J. Gen. Virol. 94 (2013) 2367-2392.

[9] A. Alcami, G.L. Smith, A soluble receptor for interleukin-1 beta encoded by
vaccinia virus: a novel mechanism of virus modulation of the host response
to infection, Cell 71 (1992) 153-167.

[10] M.K. Spriggs, D.E. Hruby, C.R. Maliszewski, D.J. Pickup, J.E. Sims, R.M. Buller,
J. VanSlyke, Vaccinia and cowpox viruses encode a novel secreted
interleukin-1-binding protein, Cell 71 (1992) 145-152.

[11] T.L. Born, L.A. Morrison, D.J. Esteban, T. VandenBos, L.G. Thebeau, N. Chen,
M.K. Spriggs, ].E. Sims, R.M. Buller, A poxvirus protein that binds to and
inactivates IL-18, and inhibits NK cell response, J. Immunol. 164 (2000)
3246-3254.

[12] V.P. Smith, N.A. Bryant, A. Alcami, Ectromelia, vaccinia and cowpox viruses
encode secreted interleukin-18-binding proteins, J. Gen. Virol. 81 (2000)
1223-1230.

[13] P.C. Reading, G.L. Smith, Vaccinia virus interleukin-18-binding protein
promotes virulence by reducing gamma interferon production and natural
killer and T-cell activity, J. Virol. 77 (2003) 9960-9968.

[14] J.A. Symons, E. Adams, D.C. Tscharke, P.C. Reading, H. Waldmann, G.L. Smith,
The vaccinia virus C12L protein inhibits mouse IL-18 and promotes virus
virulence in the murine intranasal model, J. Gen. Virol. 83 (2002) 2833-2844.

[15] A. Alcami, A. Khanna, N.L. Paul, G.L. Smith, Vaccinia virus strains Lister, USSR
and Evans express soluble and cell-surface tumour necrosis factor receptors,
J. Gen. Virol. 80 (1999) 949-959.

[16] A. Alcami, Viral mimicry of cytokines, chemokines and their receptors, Nat.
Rev. Immunol. 3 (2003) 36-50.

[17] R.C. Taylor, S.P. Cullen, S.J. Martin, Apoptosis: controlled demolition at the
cellular level, Nat. Rev. Mol. Cell Biol. 9 (2008) 231-241.

[18] J.E. Chipuk, T. Moldoveanu, F. Llambi, M.]. Parsons, D.R. Green, The BCL-2
family reunion, Mol. Cell 37 (2010) 299-310.

[19] D.Ren, H.C. Tu, H. Kim, G.X. Wang, G.R. Bean, O. Takeuchi, ].R. Jeffers, G.P.
Zambetti, ].J. Hsieh, E.H. Cheng, BID, BIM, and PUMA are essential for

activation of the BAX- and BAK-dependent cell death program, Science 330
(2010) 1390-1393.

[20] N.N. Danial, S.J. Korsmeyer, Cell death: critical control points, Cell 116
(2004) 205-219.

[21] F. Edlich, S. Banerjee, M. Suzuki, M.M. Cleland, D. Arnoult, C. Wang, A.
Neutzner, N. Tjandra, RJ. Youle, Bcl-x(L) retrotranslocates Bax from the
mitochondria into the cytosol, Cell 145 (2011) 104-116.

[22] J.M. Brouwer, D. Westphal, G. Dewson, A.Y. Robin, R.T. Uren, R. Bartolo, G.V.
Thompson, P.M. Colman, R.M. Kluck, P.E. Czabotar, Bak core and latch
domains separate during activation, and freed core domains form
symmetric homodimers, Mol. Cell 55 (2014) 938-946.

[23] P.E. Czabotar, D. Westphal, G. Dewson, S. Ma, C. Hockings, W.D. Fairlie, E.F.
Lee, S. Yao, A.Y. Robin, BJ. Smith, D.C. Huang, R.M. Kluck, J.M. Adams, P.M.
Colman, Bax crystal structures reveal how BH3 domains activate Bax and
nucleate its oligomerization to induce apoptosis, Cell 152 (2013) 519-531.

[24] C.Borner, D.W. Andrews, The apoptotic pore on mitochondria: are we
breaking through or still stuck, Cell Death Differ. 21 (2014) 187-191.

[25] B. Leber, ]. Lin, D.W. Andrews, Embedded together: the life and death
consequences of interaction of the Bcl-2 family with membranes, Apoptosis
12 (2007) 897-911.

[26] A. Aranovich, Q. Liu, T. Collins, F. Geng, S. Dixit, B. Leber, D.W. Andrews,
Differences in the mechanisms of proapoptotic BH3 proteins binding to
Bcl-XL and Bcl-2 quantified in live MCF-7 cells, Mol. Cell 45 (2012) 754-763.

[27] WJ. Placzek, ]. Wei, S. Kitada, D. Zhai, J.C. Reed, M. Pellecchia, A survey of the
anti-apoptotic Bcl-2 subfamily expression in cancer types provides a
platform to predict the efficacy of Bcl-2 antagonists in cancer therapy, Cell
Death Dis. 1 (2010) e40.

[28] R.S. Maag, S.W. Hicks, C.E. Machamer, Death from within: apoptosis and the
secretory pathway, Curr. Opin. Cell Biol. 15 (2003) 456-461.

[29] S.W. Hicks, C.E. Machamer, Golgi structure in stress sensing and apoptosis,
Biochim. Biophys. Acta 1744 (2005) 406-414.

[30] C. Patil, P. Walter, Intracellular signaling from the endoplasmic reticulum to
the nucleus: the unfolded protein response in yeast and mammals, Curr.
Opin. Cell Biol. 13 (2001) 349-355.

[31] F. Urano, X. Wang, A. Bertolotti, Y. Zhang, P. Chung, H.P. Harding, D. Ron,
Coupling of stress in the ER to activation of JNK protein kinases by
transmembrane protein kinase IRE1, Science 287 (2000) 664-666.

[32] E. Szegezdi, S.E. Logue, A.M. Gorman, A. Samali, Mediators of endoplasmic
reticulum stress-induced apoptosis, EMBO Rep. 7 (2006) 880-885.

[33] M. Michalak, .M. Robert Parker, Opas M. Ca2+ signaling and calcium binding
chaperones of the endoplasmic reticulum, Cell Calcium 32 (2002) 269-278.

[34] F.K.Chan, N.F. Luz, K. Moriwaki, Programmed necrosis in the cross talk of
cell death and inflammation, Annu. Rev. Immunol. 33 (2015) 79-106.

[35] O. Micheau, J. Tschopp, Induction of TNF receptor I-mediated apoptosis via
two sequential signaling complexes, Cell 114 (2003) 181-190.

[36] H.Takada, N.J. Chen, C. Mirtsos, S. Suzuki, N. Suzuki, A. Wakeham, T.W. Mak,
W.C. Yeh, Role of SODD in regulation of tumor necrosis factor responses,
Mol. Cell. Biol. 23 (2003) 4026-4033.

[37] MJ. Bertrand, S. Milutinovic, K.M. Dickson, W.C. Ho, A. Boudreault, J. Durkin,
J.W. Gillard, J.B. Jaquith, S.J. Morris, P.A. Barker, cIAP1 and cIAP2 facilitate
cancer cell survival by functioning as E3 ligases that promote RIP1
ubiquitination, Mol. Cell 30 (2008) 689-700.

[38] M. Muzio, A.M. Chinnaiyan, F.C. Kischkel, K. O'Rourke, A. Shevchenko, J. Ni, C.
Scaffidi, J.D. Bretz, M. Zhang, R. Gentz, M. Mann, P.H. Krammer, M.E. Peter,
V.M. Dixit, FLICE, a novel FADD-homologous ICE/CED-3-like protease, is
recruited to the CD95 (Fas/APO-1) death-inducing signaling complex, Cell
85 (1996) 817-827.

[39] Y. Estornes, F. Toscano, F. Virard, G. Jacquemin, A. Pierrot, B. Vanbervliet, M.
Bonnin, N. Lalaoui, P. Mercier-Gouy, Y. Pacheco, B. Salaun, T. Renno, O.
Micheau, S. Lebecque, dsRNA induces apoptosis through an atypical death
complex associating TLR3 to caspase-8, Cell Death Differ. 19 (2012)
1482-1494.

[40] H.Li, H. Zhu, CJ. Xu, J. Yuan, Cleavage of BID by caspase 8 mediates the
mitochondrial damage in the Fas pathway of apoptosis, Cell 94 (1998)
491-501.

[41] X. Luo, I. Budihardjo, H. Zou, C. Slaughter, X. Wang, Bid, a Bcl2 interacting
protein, mediates cytochrome c release from mitochondria in response to
activation of cell surface death receptors, Cell 94 (1998) 481-490.

[42] S.He, L. Wang, L. Miao, T. Wang, F. Du, L. Zhao, X. Wang, Receptor interacting
protein kinase-3 determines cellular necrotic response to TNF-alpha, Cell
137 (2009) 1100-1111.

[43] D.W. Zhang, J. Shao, J. Lin, N. Zhang, B.J. Lu, S.C. Lin, M.Q. Dong, J. Han, RIP3,
an energy metabolism regulator that switches TNF-induced cell death from
apoptosis to necrosis, Science 325 (2009) 332-336.

[44] L. Sun, H. Wang, Z. Wang, S. He, S. Chen, D. Liao, L. Wang, J. Yan, W. Liu, X.
Lei, X. Wang, Mixed lineage kinase domain-like protein mediates necrosis
signaling downstream of RIP3 kinase, Cell 148 (2012) 213-227.

[45] J. Zhao, S. Jitkaew, Z. Cai, S. Choksi, Q. Li, . Luo, Z.G. Liu, Mixed lineage kinase
domain-like is a key receptor interacting protein 3 downstream component
of TNF-induced necrosis, Proc. Natl. Acad. Sci. U. S. A. 109 (2012) 5322-5327.

[46] A.Degterev, ]. Hitomi, M. Germscheid, L.L. Ch’en, O. Korkina, X. Teng, D.
Abbott, G.D. Cuny, C. Yuan, G. Wagner, S.M. Hedrick, S.A. Gerber, A.
Lugovskoy, J. Yuan, Identification of RIP1 kinase as a specific cellular target
of necrostatins, Nat. Chem. Biol. 4 (2008) 313-321.

[47] K. Newton, D.L. Dugger, K.E. Wickliffe, N. Kapoor, M.C. de Almagro, D. Vucic,
L. Komuves, R.E. Ferrando, D.M. French, ]. Webster, M. Roose-Girma, S.


http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0005
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0010
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0015
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0020
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0025
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0030
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0035
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0040
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0045
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0050
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0055
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0060
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0065
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0070
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0075
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0080
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0085
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0090
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0095
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0100
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0105
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0110
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0115
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0120
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0125
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0130
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0135
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0140
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0145
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0150
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0155
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0160
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0165
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0170
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0175
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0180
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0185
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0190
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0195
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0200
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0205
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0210
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0215
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0220
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0225
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0230
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235

78 D.L. Veyer et al. / Inmunology Letters 186 (2017) 68-80

Warming, V.M. Dixit, Activity of protein kinase RIPK3 determines whether
cells die by necroptosis or apoptosis, Science 343 (2014) 1357-1360.

[48] B.T. Cookson, M.A. Brennan, Pro-inflammatory programmed cell death,
Trends Microbiol. 9 (2001) 113-114.

[49] F. Martinon, K. Burns, J. Tschopp, The inflammasome: a molecular platform
triggering activation of inflammatory caspases and processing of prolL-beta,
Mol. Cell 10 (2002) 417-426.

[50] N.Kayagaki, S. Warming, M. Lamkanfi, L. Vande Walle, S. Louie, ]. Dong, K.
Newton, Y. Qu, J. Liu, S. Heldens, ]. Zhang, W.P. Lee, M. Roose-Girma, V.M.
Dixit, Non-canonical inflammasome activation targets caspase-11, Nature
479 (2011) 117-121.

[51] JJ. Chae, Y.H. Cho, G.S. Lee, ]. Cheng, P.P. Liu, L. Feigenbaum, S.I. Katz, D.L.
Kastner, Gain-of-function Pyrin mutations induce NLRP3
protein-independent interleukin-1beta activation and severe
autoinflammation in mice, Immunity 34 (2011) 755-768.

[52] H. Xu, ]J. Yang, W. Gao, L. Li, P. Li, L. Zhang, Y.N. Gong, X. Peng, JJ. Xi, S. Chen,
F. Wang, F. Shao, Innate immune sensing of bacterial modifications of Rho
GTPases by the Pyrin inflammasome, Nature 513 (2014) 237-241.

[53] M. Gerlic, B. Faustin, A. Postigo, E.C. Yu, M. Proell, N. Gombosuren, M.
Krajewska, R. Flynn, M. Croft, M. Way, A. Satterthwait, R.C. Liddington, S.
Salek-Ardakani, S. Matsuzawa, ].C. Reed, Vaccinia virus F1L protein
promotes virulence by inhibiting inflammasome activation, Proc. Natl. Acad.
Sci. U.S. A. 110 (2013) 7808-7813.

[54] V. Hornung, A. Ablasser, M. Charrel-Dennis, F. Bauernfeind, G. Horvath, D.R.
Caffrey, E. Latz, K.A. Fitzgerald, AIM2 recognizes cytosolic dsDNA and forms a
caspase-1-activating inflammasome with ASC, Nature 458 (2009) 514-518.

[55] J. Shi, Y. Zhao, Y. Wang, W. Gao, ]. Ding, P. Li, L. Hu, F. Shao, Inflammatory
caspases are innate immune receptors for intracellular LPS, Nature 514
(2014) 187-192.

[56] H. Wen, E.A. Miao, ].P. Ting, Mechanisms of NOD-like receptor-associated
inflammasome activation, Immunity 39 (2013) 432-441.

[57] J.L. Shisler, B. Moss, Immunology 102 at poxvirus U: avoiding apoptosis,
Semin. Immunol. 13 (2001) 67-72.

[58] J.M. Taylor, M. Barry, Near death experiences: poxvirus regulation of
apoptotic death, Virology 344 (2006) 139-150.

[59] R.W. Carrell, P.A. Pemberton, D.R. Boswell, The serpins: evolution and
adaptation in a family of protease inhibitors, Cold Spring Harb. Symp. Quant.
Biol. 52 (1987) 527-535.

[60] M.E. Boursnell, LJ. Foulds, J.I. Campbell, M.M. Binns, Non-essential genes in
the vaccinia virus HindlIl K fragment: a gene related to serine protease
inhibitors and a gene related to the 37 K vaccinia virus major envelope
antigen, J. Gen. Virol. 69 (1988) 2995-3003.

[61] G.J. Kotwal, B. Moss, Vaccinia virus encodes two proteins that are
structurally related to members of the plasma serine protease inhibitor
superfamily, . Virol. 63 (1989) 600-606.

[62] D.J. Pickup, B.S. Ink, W. Hu, C.A. Ray, W.K. Joklik, Hemorrhage in lesions
caused by cowpox virus is induced by a viral protein that is related to
plasma protein inhibitors of serine proteases, Proc. Natl. Acad. Sci. U. S. A. 83
(1986) 7698-7702.

[63] G.L. Smith, S.T. Howard, Y.S. Chan, Vaccinia virus encodes a family of genes
with homology to serine proteinase inhibitors, ]. Gen. Virol. 70 (1989)
2333-2343.

[64] C.A.Ray, R.A. Black, S.R. Kronheim, T.A. Greenstreet, P.R. Sleath, G.S.
Salvesen, D.J. Pickup, Viral inhibition of inflammation: cowpox virus
encodes an inhibitor of the interleukin-1 beta converting enzyme, Cell 69
(1992) 597-604.

[65] M. Enari, H. Hug, S. Nagata, Involvement of an ICE-like protease in
Fas-mediated apoptosis, Nature 375 (1995) 78-81.

[66] V. Gagliardini, P.A. Fernandez, R.K. Lee, H.C. Drexler, RJ. Rotello, M.C.
Fishman, J. Yuan, Prevention of vertebrate neuronal death by the crmA gene,
Science 263 (1994) 826-828.

[67] M. Los, M. Van de Craen, L.C. Penning, H. Schenk, M. Westendorp, P.A.
Baeuerle, W. Droge, P.H. Krammer, W. Fiers, K. Schulze-Osthoff,
Requirement of an ICE/CED-3 protease for Fas/APO-1-mediated apoptosis,
Nature 375 (1995) 81-83.

[68] M. Miura, R.M. Friedlander, J. Yuan, Tumor necrosis factor-induced
apoptosis is mediated by a CrmA-sensitive cell death pathway, Proc. Natl.
Acad. Sci. U. S. A. 92 (1995) 8318-8322.

[69] M. Tewari, V.M. Dixit, Fas- and tumor necrosis factor-induced apoptosis is
inhibited by the poxvirus crmA gene product, J. Biol. Chem. 270 (1995)
3255-3260.

[70] G.J. Kotwal, B. Moss, Analysis of a large cluster of nonessential genes deleted
from a vaccinia virus terminal transposition mutant, Virology 167 (1988)
524-537.

[71] S. Kettle, N.W. Blake, K.M. Law, G.L. Smith, Vaccinia virus serpins B13R
(SPI-2) and B22R (SPI-1) encode M(r) 38.5 and 40K, intracellular
polypeptides that do not affect virus virulence in a murine intranasal model,
Virology 206 (1995) 136-147.

[72] M. Dobbelstein, T. Shenk, Protection against apoptosis by the vaccinia virus
SPI-2 (B13R) gene product, J. Virol. 70 (1996) 6479-6485.

[73] M. Heinkelein, S. Pilz, C. Jassoy, Inhibition of CD95 (Fas/Apo1)-mediated
apoptosis by vaccinia virus WR, Clin. Exp. Immunol. 103 (1996) 8-14.

[74] S. Kettle, A. Alcami, A. Khanna, R. Ehret, C. Jassoy, G.L. Smith, Vaccinia virus
serpin B13R (SPI-2) inhibits interleukin-1beta-converting enzyme and
protects virus-infected cells from TNF- and Fas-mediated apoptosis, but
does not prevent IL-1beta-induced fever, ]. Gen. Virol. 78 (1997) 677-685.

[75] D.C. Tscharke, P.C. Reading, G.L. Smith, Dermal infection with vaccinia virus
reveals roles for virus proteins not seen using other inoculation routes, J.
Gen. Virol. 83 (2002) 1977-1986.

[76] ]. Zhou, L. Crawford, L. McLean, X.Y. Sun, M. Stanley, N. Almond, G.L. Smith,
Increased antibody responses to human papillomavirus type 16 L1 protein
expressed by recombinant vaccinia virus lacking serine protease inhibitor
genes, ]. Gen. Virol. 71 (1990) 2185-2190.

[77] A. Alcami, G.L. Smith, A mechanism for the inhibition of fever by a virus,
Proc. Natl. Acad. Sci. U. S. A. 93 (1996) 11029-11034.

[78] E.S. Alnemri, D.J. Livingston, D.W. Nicholson, G. Salvesen, N.A. Thornberry,
W.W. Wong, J. Yuan, Human ICE/CED-3 protease nomenclature, Cell 87
(1996) 171.

[79] P.G. Ekert, ]. Silke, D.L. Vaux, Caspase inhibitors, Cell Death Differ. 6 (1999)
1081-1086.

[80] M. Garcia-Calvo, E.P. Peterson, B. Leiting, R. Ruel, D.W. Nicholson, N.A.
Thornberry, Inhibition of human caspases by peptide-based and
macromolecular inhibitors, J. Biol. Chem. 273 (1998) 32608-32613.

[81] D.W. Nicholson, Caspase structure, proteolytic substrates, and function
during apoptotic cell death, Cell Death Differ. 6 (1999) 1028-1042.

[82] Q. Zhou, S. Snipas, K. Orth, M. Muzio, V.M. Dixit, G.S. Salvesen, Target
protease specificity of the viral serpin CrmA. Analysis of five caspases, J. Biol.
Chem. 272 (1997) 7797-7800.

[83] A. Polykratis, N. Hermance, M. Zelic, J. Roderick, C. Kim, T.M. Van, T.H. Lee,
F.K. Chan, M. Pasparakis, M.A. Kelliher, Cutting edge: RIPK1 Kinase inactive
mice are viable and protected from TNF-induced necroptosis in vivo, J.
Immunol. 193 (2014) 1539-1543.

[84] L.M. Whilding, K.M. Archibald, H. Kulbe, F.R. Balkwill, D. Oberg, I.A. McNeish,
Vaccinia virus induces programmed necrosis in ovarian cancer cells, Mol.
Ther. 21 (2013) 2074-2086.

[85] D.L. Veyer, C. Maluquer de Motes, R.P. Sumner, L. Ludwig, B.F. Johnson, G.L.
Smith, Analysis of the anti-apoptotic activity of four vaccinia virus proteins
demonstrates that B13 is the most potent inhibitor in isolation and during
viral infection, J. Gen. Virol. 95 (2014) 2757-2768.

[86] A.N. Ali, P.C. Turner, M.A. Brooks, R.W. Moyer, The SPI-1 gene of rabbitpox
virus determines host range and is required for hemorrhagic pock
formation, Virology 202 (1994) 305-314.

[87] M.A. Brooks, A.N. Ali, P.C. Turner, R.W. Moyer, A rabbitpox virus serpin gene
controls host range by inhibiting apoptosis in restrictive cells, ]. Virol. 69
(1995) 7688-7698.

[88] J.L. Macen, R.S. Garner, P.Y. Musy, M.A. Brooks, P.C. Turner, R.W. Moyer, G.
McFadden, R.C. Bleackley, Differential inhibition of the Fas- and
granule-mediated cytolysis pathways by the orthopoxvirus cytokine
response modifier A/SPI-2 and SPI-1 protein, Proc. Natl. Acad. Sci. U. S. A. 93
(1996)9108-9113.

[89] SJ. Goebel, G.P. Johnson, M.E. Perkus, S.W. Davis, J.P. Winslow, E. Paoletti,
The complete DNA sequence of vaccinia virus, Virology 179 (1990) 247-266,
517k263.

[90] G.L.Smith, Y.S. Chan, S.T. Howard, Nucleotide sequence of 42 kbp of vaccinia
virus strain WR from near the right inverted terminal repeat, J. Gen. Virol. 72
(1991) 1349-1376.

[91] G.J. Kotwal, B. Moss, Vaccinia virus encodes a secretory polypeptide
structurally related to complement control proteins, Nature 335 (1988)
176-178.

[92] R.F. Massung, ].J. Esposito, L.I Liu, J. Qi, T.R. Utterback, J.C. Knight, L. Aubin,
T.E. Yuran, J.M. Parsons, V.N. Loparev, et al., Potential virulence
determinants in terminal regions of variola smallpox virus genome, Nature
366 (1993) 748-751.

[93] S.N. Shchelkunov, V.M. Blinov, L.S. Sandakhchiev, Genes of variola and
vaccinia viruses necessary to overcome the host protective mechanisms,
FEBS Lett. 319 (1993) 80-83.

[94] ]J. Esposito, S.A. Sammons, A.M. Frace, ].D. Osborne, M. Olsen-Rasmussen,
M. Zhang, D. Govil, .LK. Damon, R. Kline, M. Laker, Y. Li, G.L. Smith, H. Meyer,
J.W. Leduc, R.M. Wohlhueter, Genome sequence diversity and clues to the
evolution of variola (smallpox) virus, Science 313 (2006) 807-812.

[95] T.G. Senkevich, G.L. Muravnik, S.G. Pozdnyakov, V.E. Chizhikov, O.I.
Ryazankina, S.N. Shchelkunov, E.V. Koonin, V.I. Chernos, Nucleotide
sequence of Xhol O fragment of ectromelia virus DNA reveals significant
differences from vaccinia virus, Virus Res. 30 (1993) 73-88.

[96] S.T. Wasilenko, T.L. Stewart, A.F. Meyers, M. Barry, Vaccinia virus encodes a
previously uncharacterized mitochondrial-associated inhibitor of apoptosis,
Proc. Natl. Acad. Sci. U. S. A. 100 (2003) 14345-14350.

[97] L. Banadyga, J. Gerig, T. Stewart, M. Barry, Fowlpox virus encodes a Bcl-2
homologue that protects cells from apoptotic death through interaction
with the proapoptotic protein Bak, J. Virol. 81 (2007) 11032-11045.

[98] S.T. Wasilenko, A.F. Meyers, K. Vander Helm, M. Barry, Vaccinia virus
infection disarms the mitochondrion-mediated pathway of the apoptotic
cascade by modulating the permeability transition pore, J. Virol. 75 (2001)
11437-11448.

[99] T.L. Stewart, S.T. Wasilenko, M. Barry, Vaccinia virus F1L protein is a
tail-anchored protein that functions at the mitochondria to inhibit
apoptosis, J. Virol. 79 (2005) 1084-1098.

[100] S.F. Fischer, H. Ludwig, J. Holzapfel, M. Kvansakul, L. Chen, D.C. Huang, G.
Sutter, M. Knese, G. Hacker, Modified vaccinia virus Ankara protein F1L is a
novel BH3-domain-binding protein and acts together with the early viral
protein E3L to block virus-associated apoptosis, Cell Death Differ. 13 (2006)
109-118.


http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0235
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0240
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0245
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0250
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0255
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0260
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0265
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0270
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0275
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0280
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0285
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0290
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0295
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0300
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0305
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0310
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0315
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0320
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0325
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0330
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0335
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0340
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0345
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0350
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0355
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0360
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0365
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0370
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0375
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0380
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0385
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0390
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0395
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0400
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0405
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0410
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0415
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0420
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0425
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0430
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0435
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0440
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0445
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0450
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0455
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0460
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0465
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0470
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0475
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0480
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0485
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0490
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0495
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0500

D.L. Veyer et al. / Inmunology Letters 186 (2017) 68-80 79

[101] A. Postigo, J.R. Cross, ]. Downward, M. Way, Interaction of F1L with the BH3
domain of Bak is responsible for inhibiting vaccinia-induced apoptosis, Cell
Death Differ. 13 (2006) 1651-1662.

[102] S.T. Wasilenko, L. Banadyga, D. Bond, M. Barry, The vaccinia virus F1L
protein interacts with the proapoptotic protein Bak and inhibits Bak
activation, J. Virol. 79 (2005) 14031-14043.

[103] J.M. Taylor, D. Quilty, L. Banadyga, M. Barry, The vaccinia virus protein F1L
interacts with Bim and inhibits activation of the pro-apoptotic protein Bax,
J. Biol. Chem. 281 (2006) 39728-39739.

[104] M. Kvansakul, H. Yang, W.D. Fairlie, P.E. Czabotar, S.F. Fischer, M.A. Perugini,
D.C. Huang, P.M. Colman, Vaccinia virus anti-apoptotic F1L is a novel
Bcl-2-like domain-swapped dimer that binds a highly selective subset of
BH3-containing death ligands, Cell Death Differ. 15 (2008) 1564-1571.

[105] S. Campbell, J. Thibault, N. Mehta, P.M. Colman, M. Barry, M. Kvansakul,
Structural insight into BH3 domain binding of vaccinia virus antiapoptotic
F1L, J. Virol. 88 (2014) 8667-8677.

[106] D. Zhai, E. Yu, C. Jin, K. Welsh, C.W. Shiau, L. Chen, G.S. Salvesen, R.
Liddington, J.C. Reed, Vaccinia virus protein F1L is a caspase-9 inhibitor, J.
Biol. Chem. 285 (2010) 5569-5580.

[107] E. Yu, D. Zhai, C. Jin, M. Gerlic, ].C. Reed, R. Liddington, Structural
determinants of caspase-9 inhibition by the vaccinia virus protein, F1L, J.
Biol. Chem. 286 (2011) 30748-30758.

[108] J. Delaloye, T. Roger, Q.G. Steiner-Tardivel, D. Le Roy, M. Knaup Reymond, S.
Akira, V. Petrilli, C.E. Gomez, B. Perdiguero, J. Tschopp, G. Pantaleo, M.
Esteban, T. Calandra, Innate immune sensing of modified vaccinia virus
Ankara (MVA) is mediated by TLR2-TLR6, MDA-5 and the NALP3
inflammasome, PLoS Pathog. 5 (2009) e1000480.

[109] GJ.Kotwal, AW. Hugin, B. Moss, Mapping and insertional mutagenesis of a
vaccinia virus gene encoding a 13,800-Da secreted protein, Virology 171
(1989) 579-587.

[110] B.Billings, S.A. Smith, Z. Zhang, D.K. Lahiri, GJ. Kotwal, Lack of N1L gene
expression results in a significant decrease of vaccinia virus replication in
mouse brain, Ann. N. Y. Acad. Sci. 1030 (2004) 297-302.

[111] N. Jacobs, N.W. Bartlett, R.H. Clark, G.L. Smith, Vaccinia virus lacking the
Bcl-2-like protein N1 induces a stronger natural killer cell response to
infection, J. Gen. Virol. 89 (2008) 2877-2881.

[112] N. Bartlett, J.A. Symons, D.C. Tscharke, G.L. Smith, The vaccinia virus N1L
protein is an intracellular homodimer that promotes virulence, ]. Gen. Virol.
83(2002) 1965-1976.

[113] M. Aoyagi, D. Zhai, C. Jin, A.E. Aleshin, B. Stec, ].C. Reed, R.C. Liddington,
Vaccinia virus N1L protein resembles a B cell lymphoma-2 (Bcl-2) family
protein, Protein Sci. 16 (2007) 118-124.

[114] S. Cooray, M.W. Bahar, N.G. Abrescia, C.E. McVey, N.W. Bartlett, R.A. Chen,
D.IL Stuart, .M. Grimes, G.L. Smith, Functional and structural studies of the
vaccinia virus virulence factor N1 reveal a Bcl-2-like anti-apoptotic protein,
J. Gen. Virol. 88 (2007) 1656-1666.

[115] S.C. Graham, M.W. Bahar, S. Cooray, R.A. Chen, D.M. Whalen, N.G. Abrescia,
D. Alderton, RJ. Owens, D.I. Stuart, G.L. Smith, J.M. Grimes, Vaccinia virus
proteins A52 and B14 Share a Bcl-2-like fold but have evolved to inhibit
NF-kappaB rather than apoptosis, PLoS Pathog. 4 (2008) e1000128.

[116] A.P.Kalverda, G.S. Thompson, A. Vogel, M. Schroder, A.G. Bowie, A.R. Khan,
S.W. Homans, Poxvirus K7 protein adopts a Bcl-2 fold: biochemical mapping
of its interactions with human DEAD box RNA helicase DDX3, J. Mol. Biol.
385(2009) 843-853.

[117] Y. Kim, H. Lee, L. Heo, C. Seok, ]. Choe, Structure of vaccinia virus A46, an
inhibitor of TLR4 signaling pathway, shows the conformation of VIPER
motif, Protein Sci. 23 (2014) 906-914.

[118] S. Neidel, C. Maluquer de Motes, D.S. Mansur, P. Strnadova, G.L. Smith, S.C.
Graham, Vaccinia virus protein A49 is an unexpected member of the B-cell
Lymphoma (Bcl)-2 protein family, J. Biol. Chem. 290 (2015) 5991-6002.

[119] J.M. Gonzalez, M. Esteban, A poxvirus Bcl-2-like gene family involved in
regulation of host immune response: sequence similarity and evolutionary
history, Virol. J. 7 (2010) 59.

[120] L. Banadyga, K. Veugelers, S. Campbell, M. Barry, The fowlpox virus BCL-2
homologue, FPV039, interacts with activated Bax and a discrete subset of
BH3-only proteins to inhibit apoptosis, J. Virol. 83 (2009) 7085-7098.

[121] A. Postigo, M. Way, The vaccinia virus-encoded Bcl-2 homologues do not act
as direct Bax inhibitors, J. Virol. 86 (2012) 203-213.

[122] C. Maluquer de Motes, S. Cooray, H. Ren, G.M.F. Almeida, K. McGourty, M.W.
Bahar, D.I. Stuart, J.M. Grimes, S.C. Graham, G.L. Smith, Inhibition of
apoptosis and NF-kB activation by vaccinia protein N1 occur via distinct
binding surfaces and make different contributions to virulence, PLoS Pathog.
7(2011) e1002430.

[123] G. DiPerna, J. Stack, A.G. Bowie, A. Boyd, G. Kotwal, Z. Zhang, S. Arvikar, E.
Latz, K.A. Fitzgerald, W.L. Marshall, Poxvirus protein N1L targets the
I-kappaB kinase complex, inhibits signaling to NF-kappaB by the tumor
necrosis factor superfamily of receptors, and inhibits NF-kappaB and IRF3
signaling by toll-like receptors, J. Biol. Chem. 279 (2004) 36570-36578.

[124] R.A. Chen, G. Ryzhakov, S. Cooray, F. Randow, G.L. Smith, Inhibition of
IkappaB kinase by vaccinia virus virulence factor B14, PLoS Pathog. 4 (2008)
e22.

[125] H.Ren, BJ. Ferguson, C. Maluquer de Motes, R.P. Sumner, L.E. Harman, G.L.
Smith, Enhancement of CD8(+) T-cell memory by removal of a vaccinia virus
nuclear factor-kappaB inhibitor, Immunology 145 (2015) 34-49.

[126] C. Maluquer de Motes, T. Schiffner, R.P. Sumner, G.L. Smith, Vaccinia virus
virulence factor N1 can be ubiquitylated on multiple lysine residues, J. Gen.
Virol. 95 (2014) 2038-2049.

[127] C. Gubser, D. Bergamaschi, M. Hollinshead, X. Lu, F.J. van Kuppeveld, G.L.
Smith, A new inhibitor of apoptosis from vaccinia virus and eukaryotes,
PLoS Pathog. 3 (2007) e17.

[128] C. Gubser, G.L. Smith, The sequence of camelpox virus shows it is most
closely related to variola virus, the cause of smallpox, J. Gen. Virol. 83 (2002)
855-872.

[129] G. Carrara, N. Saraiva, M. Parsons, B. Byrne, D.L. Prole, C.W. Taylor, G.L.
Smith, Golgi anti-apoptotic proteins are highly conserved ion channels that
affect apoptosis and cell migration, J. Biol. Chem. 290 (2015) 11785-11801.

[130] H.J. Chae, N. Ke, H.R. Kim, S. Chen, A. Godzik, M. Dickman, ].C. Reed,
Evolutionarily conserved cytoprotection provided by Bax Inhibitor-1
homologs from animals, plants, and yeast, Gene 323 (2003) 101-113.

[131] Q. Xu, J.C. Reed, Bax inhibitor-1, a mammalian apoptosis suppressor
identified by functional screening in yeast, Mol. Cell 1 (1998) 337-346.

[132] G. Carrara, N. Saraiva, C. Gubser, B.F. Johnson, G.L. Smith, Six-transmembrane
topology for Golgi anti-apoptotic protein (GAAP) and Bax inhibitor 1 (BI-1)
provides model for the transmembrane Bax inhibitor-containing motif
(TMBIM) family, J. Biol. Chem. 287 (2012) 15896-15905.

[133] F. de Mattia, C. Gubser, M.M. van Dommelen, H.J. Visch, F. Distelmaier, A.
Postigo, T. Luyten, ].B. Parys, H. de Smedt, G.L. Smith, P.H. Willems, F.J. van
Kuppeveld, Human Golgi antiapoptotic protein modulates intracellular
calcium fluxes, Mol. Biol. Cell 20 (2009) 3638-3645.

[134] N. Saraiva, D.L. Prole, G. Carrara, B.F. Johnson, C.W. Taylor, M. Parsons, G.L.
Smith, hGAAP promotes cell adhesion and migration via the stimulation of
store-operated Ca2+ entry and calpain 2, J. Cell Biol. 202 (2013) 699-713.

[135] N. Saraiva, D.L. Prole, G. Carrara, C. Maluquer de Motes, B.F. Johnson, B.
Byrne, C.W. Taylor, G.L. Smith, Human and viral Golgi anti-apoptotic
proteins (GAAPs) oligomerize via different mechanisms and monomeric
GAAP inhibits apoptosis and modulates calcium, J. Biol. Chem. 288 (2013)
13057-13067.

[136] H.W. Chang, J.C. Watson, B.L. Jacobs, The E3L gene of vaccinia virus encodes
an inhibitor of the interferon-induced, double-stranded RNA-dependent
protein kinase, Proc. Natl. Acad. Sci. U. S. A. 89 (1992) 4825-4829.

[137] M.V. Davies, H.W. Chang, B.L. Jacobs, R.J. Kaufman, The E3L and K3L vaccinia
virus gene products stimulate translation through inhibition of the
double-stranded RNA-dependent protein kinase by different mechanisms, J.
Virol. 67 (1993) 1688-1692.

[138] H.W. Chang, B.L. Jacobs, Identification of a conserved motif that is necessary
for binding of the vaccinia virus E3L gene products to double-stranded RNA,
Virology 194 (1993) 537-547.

[139] C.K. Ho, S. Shuman, Physical and functional characterization of the
double-stranded RNA binding protein encoded by the vaccinia virus E3
gene, Virology 217 (1996) 272-284.

[140] H. Yuwen, J.H. Cox, J.W. Yewdell, ].R. Bennink, B. Moss, Nuclear localization
of a double-stranded RNA-binding protein encoded by the vaccinia virus E3L
gene, Virology 195 (1993) 732-744.

[141] A. Herbert, ]. Alfken, Y.G. Kim, L.S. Mian, K. Nishikura, A. Rich, A Z-DNA
binding domain present in the human editing enzyme, double-stranded RNA
adenosine deaminase, Proc. Natl. Acad. Sci. U. S. A. 94 (1997) 8421-8426.

[142] T. Brandt, M.C. Heck, S. Vijaysri, G.M. Jentarra, .M. Cameron, B.L. Jacobs, The
N-terminal domain of the vaccinia virus E3L-protein is required for
neurovirulence, but not induction of a protective immune response,
Virology 333 (2005) 263-270.

[143] T.A. Brandt, B.L. Jacobs, Both carboxy- and amino-terminal domains of the
vaccinia virus interferon resistance gene, E3L, are required for pathogenesis
in a mouse model, J. Virol. 75 (2001) 850-856.

[144] Y.G. Kim, M. Muralinath, T. Brandt, M. Pearcy, K. Hauns, K. Lowenhaupt, B.L.
Jacobs, A. Rich, A role for Z-DNA binding in vaccinia virus pathogenesis, Proc.
Natl. Acad. Sci. U. S. A. 100 (2003) 6974-6979.

[145] S.D. White, B.L. Jacobs, The amino terminus of the vaccinia virus E3 protein is
necessary to inhibit the interferon response, J. Virol. 86 (2012) 5895-5904.

[146] S.B. Lee, M. Esteban, The interferon-induced double-stranded RNA-activated
human p68 protein kinase inhibits the replication of vaccinia virus, Virology
193 (1993) 1037-1041.

[147] K.V.Kibler, T. Shors, K.B. Perkins, C.C. Zeman, M.P. Banaszak, J. Biesterfeldt,
J.0. Langland, B.L. Jacobs, Double-stranded RNA is a trigger for apoptosis in
vaccinia virus-infected cells, J. Virol. 71 (1997) 1992-2003.

[148] M.A. Garcia, S. Guerra, J. Gil, V. Jimenez, M. Esteban, Anti-apoptotic and
oncogenic properties of the dsRNA-binding protein of vaccinia virus, E3L,
Oncogene 21 (2002) 8379-8387.

[149] ]J.A. Marchal, GJ. Lopez, M. Peran, A. Comino, J.R. Delgado, J.A. Garcia-Garcia,
V. Conde, F.M. Aranda, C. Rivas, M. Esteban, M.A. Garcia, The impact of PKR
activation: from neurodegeneration to cancer, FASEB J. 28 (2014)
1965-1974.

[150] ]J. Gil, J. Alcami, M. Esteban, Induction of apoptosis by
double-stranded-RNA-dependent protein kinase (PKR) involves the alpha
subunit of eukaryotic translation initiation factor 2 and NF-kappaB, Mol.
Cell. Biol. 19 (1999) 4653-4663.

[151] S.P. Srivastava, K.U. Kumar, R.J. Kaufman, Phosphorylation of eukaryotic
translation initiation factor 2 mediates apoptosis in response to activation of
the double-stranded RNA-dependent protein kinase, J. Biol. Chem. 273
(1998) 2416-2423.


http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0505
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0510
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0515
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0520
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0525
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0530
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0535
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0540
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0545
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0550
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0555
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0560
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0565
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0570
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0575
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0580
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0585
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0590
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0595
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0600
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0605
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0610
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0615
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0620
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0625
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0630
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0635
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0640
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0645
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0650
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0655
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0660
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0665
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0670
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0675
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0680
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0685
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0690
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0695
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0700
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0705
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0710
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0715
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0720
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0725
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0730
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0735
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0740
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0745
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0750
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0755

80 D.L. Veyer et al. / Inmunology Letters 186 (2017) 68-80

[152] S.D. Der, Y.L. Yang, C. Weissmann, B.R. Williams, A double-stranded
RNA-activated protein kinase-dependent pathway mediating
stress-induced apoptosis, Proc. Natl. Acad. Sci. U. S. A. 94 (1997) 3279-3283.

[153] P.R. Romano, F. Zhang, S.L. Tan, M.T. Garcia-Barrio, M.G. Katze, T.E. Dever,
A.G. Hinnebusch, Inhibition of double-stranded RNA-dependent protein
kinase PKR by vaccinia virus E3: role of complex formation and the E3
N-terminal domain, Mol. Cell. Biol. 18 (1998) 7304-7316.

[154] T.V. Sharp, F. Moonan, A. Romashko, B. Joshi, G.N. Barber, R. Jagus, The
vaccinia virus E3L gene product interacts with both the regulatory and the
substrate binding regions of PKR: implications for PKR autoregulation,
Virology 250 (1998) 302-315.

[155] K.J. Dueck, Y.S. Hu, P. Chen, Y. Deschambault, J. Lee, J. Varga, J. Cao,
Mutational analysis of vaccinia virus E3 protein: the biological functions do
not correlate with its biochemical capacity to bind double-stranded RNA, J.
Virol. 89 (2015) 5382-5394.

[156] ]J.B. Marq, S. Hausmann, J. Luban, D. Kolakofsky, D. Garcin, The
double-stranded RNA binding domain of the vaccinia virus E3L protein
inhibits both RNA- and DNA-induced activation of interferon beta, J. Biol.
Chem. 284 (2009) 25471-25478.

[157] R. Valentine, G.L. Smith, Inhibition of the RNA polymerase IlI-mediated
dsDNA-sensing pathway of innate immunity by vaccinia virus protein E3, J.
Gen. Virol. 91 (2010) 2221-2229.

[158] F.H. Igney, P.H. Krammer, Death and anti-death: tumour resistance to
apoptosis, Nat. Rev. Cancer 2 (2002) 277-288.

[159] D.H. Kirn, S.H. Thorne, Targeted and armed oncolytic poxviruses: a novel
multi-mechanistic therapeutic class for cancer, Nat. Rev. Cancer 9 (2009)
64-71.

[160] S.H. Thorne, Immunotherapeutic potential of oncolytic vaccinia virus,
Immunol. Res. 50 (2011) 286-293.

[161] S.T. Workenhe, ].G. Pol, B.D. Lichty, D.T. Cummings, K.L. Mossman,
Combining oncolytic HSV-1 with immunogenic cell death-inducing drug
mitoxantrone breaks cancer immune tolerance and improves therapeutic
efficacy, Cancer Immunol. Res 1 (2013) 309-319.

[162] S.T. Workenhe, K.L. Mossman, Oncolytic virotherapy and immunogenic
cancer cell death: sharpening the sword for improved cancer treatment
strategies, Mol. Ther. 22 (2014) 251-256.

[163] CJ. Breitbach, J. Burke, D. Jonker, J. Stephenson, A.R. Haas, L.Q. Chow, J.
Nieva, T.H. Hwang, A. Moon, R. Patt, A. Pelusio, F. Le Boeuf, J. Burns, L. Evgin,
N. De Silva, S. Cvancic, T. Robertson, J.E. Je, Y.S. Lee, K. Parato, J.S. Diallo, A.
Fenster, M. Daneshmand, J.C. Bell, D.H. Kirn, Intravenous delivery of a
multi-mechanistic cancer-targeted oncolytic poxvirus in humans, Nature
477 (2011) 99-102.

[164] S. Greiner, J.Y. Humrich, P. Thuman, B. Sauter, G. Schuler, L. Jenne, The highly
attenuated vaccinia virus strain modified virus Ankara induces apoptosis in
melanoma cells and allows bystander dendritic cells to generate a potent
anti-tumoral immunity, Clin. Exp. Immunol. 146 (2006) 344-353.

[165] Z.S. Guo, A. Naik, M.E. O’'Malley, P. Popovic, R. Demarco, Y. Hu, X. Yin, S. Yang,
H.J. Zeh, B. Moss, M.T. Lotze, D.L. Bartlett, The enhanced tumor selectivity of

an oncolytic vaccinia lacking the host range and antiapoptosis genes SPI-1
and SPI-2, Cancer Res. 65 (2005) 9991-9998.

[166] M. Bray, M. Buller, Looking back at smallpox, Clin. Infect. Dis. 38 (2004)
882-889.

[167] F. Fenner, D.A. Anderson, L. Arita, Z. Jezek, 1.D. Ladnyi, Smallpox and Its
Eradication, World Health Organisation, Geneva, 1988.

[168] S.R. Walsh, R. Dolin, Vaccinia viruses: vaccines against smallpox and vectors
against infectious diseases and tumors, Expert Rev. Vaccines 10 (2011)
1221-1240.

[169] G. Sutter, B. Moss, Nonreplicating vaccinia vector efficiently expresses
recombinant genes, Proc. Natl. Acad. Sci. U. S. A. 89 (1992) 10847-10851.

[170] J. Tartaglia, W.I. Cox, J. Taylor, M. Perkus, M. Riviere, B. Meignier, E. Paoletti,
Highly attenuated poxvirus vectors, AIDS Res. Hum. Retroviruses 8 (1992)
1445-1447.

[171] M.L. Albert, B. Sauter, N. Bhardwaj, Dendritic cells acquire antigen from
apoptotic cells and induce class I-restricted CTLs, Nature 392 (1998) 86-89.

[172] T.S. Griffith, H. Kazama, R.L. VanOosten, J.K. Earle Jr., .M. Herndon, D.R.
Green, T.A. Ferguson, Apoptotic cells induce tolerance by generating helpless
CD8+ T cells that produce TRAIL, J. Immunol. 178 (2007) 2679-2687.

[173] E.M. Janssen, N.M. Droin, E.E. Lemmens, MJ. Pinkoski, S.J. Bensinger, B.D.
Ehst, T.S. Griffith, D.R. Green, S.P. Schoenberger, CD4+ T-cell help controls
CD8+ T-cell memory via TRAIL-mediated activation-induced cell death,
Nature 434 (2005) 88-93.

[174] N. Yatim, H. Jusforgues-Saklani, S. Orozco, O. Schulz, R. Barreira da Silva, C.
Reis e Sousa, D.R. Green, A. Oberst, M.L. Albert, RIPK1 and NF-kappaB
signaling in dying cells determines cross-priming of CD8(+) T cells, Science
350 (2015) 328-334.

[175] G. Antoine, F. Scheiflinger, F. Dorner, F.G. Falkner, The complete genomic
sequence of the modified vaccinia Ankara strain: comparison with other
orthopoxviruses, Virology 244 (1998) 365-396.

[176] L.E. McCoy, A.S. Fahy, R.A. Chen, G.L. Smith, Mutations in modified virus
Ankara protein 183 render it a non-functional counterpart of B14, an
inhibitor of nuclear factor kappaB activation, J. Gen. Virol. 91 (2010)
2216-2220.

[177] C. Staib, S. Kisling, V. Erfle, G. Sutter, Inactivation of the viral interleukin
1beta receptor improves CD8+ T-cell memory responses elicited upon
immunization with modified vaccinia virus Ankara, J. Gen. Virol. 86 (2005)
1997-2006.

[178] J. Garcia-Arriaza, ].L. Najera, C.E. Gomez, C.0. Sorzano, M. Esteban,
Immunogenic profiling in mice of a HIV/AIDS vaccine candidate (MVA-B)
expressing four HIV-1 antigens and potentiation by specific gene deletions,
PLoS One 5 (2010) e12395.

[179] B. Perdiguero, C.E. Gomez, J.L. Najera, C.O. Sorzano, ]. Delaloye, R.
Gonzalez-Sanz, V. Jimenez, T. Roger, T. Calandra, G. Pantaleo, M. Esteban,
Deletion of the viral anti-apoptotic gene F1L in the HIV/AIDS vaccine
candidate MVA-C enhances immune responses against HIV-1 antigens, PLoS
One 7 (2012) e48524.


http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0760
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0765
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0770
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0775
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0780
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0785
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0790
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0795
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0800
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0805
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0810
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0815
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0820
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0825
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0830
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0835
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0840
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0845
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0850
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0855
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0860
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0865
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0870
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0875
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0880
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0885
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0890
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895
http://refhub.elsevier.com/S0165-2478(17)30054-8/sbref0895

	Vaccinia virus evasion of regulated cell death
	1 Introduction
	1.1 Activation of mitochondrial apoptotic cell death
	1.2 Death receptor-mediated apoptosis
	1.3 The alternative, caspase-independent cell death: necroptosis
	1.4 Pyroptotic cell death

	2 Inhibition of programmed cell death by vaccinia virus (VACV)
	2.1 Protein B13
	2.2 Protein B22
	2.3 Protein F1
	2.4 Protein N1
	2.5 Protein vGAAP
	2.6 Protein E3

	3 Clinical and therapeutic implications
	4 Conclusions
	Acknowledgements
	References


