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a  b  s  t  r  a  c  t

With  the  severe  acute  respiratory  syndrome  coronavirus  (SARS-CoV)  in  2002,  the  middle  east  respiratory
syndrome  CoV  (MERS-CoV)  in  2012  and the  recently  discovered  SARS-CoV-2  in December  2019,  the  21st
first century  has  so  far  faced  the outbreak  of  three  major  coronaviruses  (CoVs).  In particular,  SARS-
CoV-2  spread  rapidly  over  the  globe  affecting  nearly  25.000.000  people  up  to  date.  Recent  evidences
pointing  towards  mutations  within  the  viral  spike  proteins  of SARS-CoV-2  that  are  considered  the  cause
for this  rapid  spread  and  currently  around  300  clinical  trials  are  running  to find  a treatment  for  SARS-
CoV-2  infections.  Nanomedicine,  the  application  of  nanocarriers  to  deliver  drugs  specifically  to a  target
sites,  has  been  applied  for  different  diseases,  such as  cancer  but also  in  viral  infections.  Nanocarriers
can  be  designed  to encapsulate  vaccines  and  deliver  them  towards  antigen  presenting  cells  or  function
as  antigen-presenting  carriers  themselves.  Furthermore,  drugs  can  be  encapsulated  into  such  carriers
to  directly  target  them  to  infected  cells.  In  particular,  virus-mimicking  nanoparticles  (NPs)  such  as self-
assembled  viral  proteins,  virus-like  particles  or  liposomes,  are  able  to  replicate  the  infection  mechanism

and can  not  only  be  used  as  delivery  system  but also  to study  viral  infections  and  related  mechanisms.
This  review  will  provide  a  detailed  description  of the  composition  and  replication  strategy  of  CoVs,  an
overview  of  the  therapeutics  currently  evaluated  in  clinical  trials  against  SARS-CoV-2  and  will discuss
the  potential  of NP-based  vaccines,  targeted  delivery  of  therapeutics  using  nanocarriers  as well  as  using
NPs  to  further  investigate  underlying  biological  processes  in  greater  detail.

©  2020  The  Author(s).  Published  by  Elsevier  Ltd. This  is  an  open  access  article  under  the  CC  BY license

(http://creativecommons.org/licenses/by/4.0/).
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The 21st century has so far experienced the emergence and
pidemic of three major coronaviruses (CoVs): i) the severe acute
espiratory syndrome coronavirus (SARS-CoV) in 2002, ii) the mid-
le east respiratory syndrome coronavirus (MERS-CoV) in 2012,
nd iii) the recently discovered SARS-CoV-2 in December 2019,
hich was first reported in the city of Wuhan, Hubei Province,

hina [1–4]. After their discovery in 1960 up until 2002, human
oVs (hCoVs) were mostly treated as a minor rather than a seri-
us threat due to the fact that these viruses only caused minor
espiratory symptoms. However, starting with SARS-CoV in 2002,
ifferent CoVs emerged that were associated with serious respi-
atory diseases including MERS-CoV and the recently discovered
ARS-CoV-2. Whereas the incidence of SARS-CoV and MERS-CoV
ere comparably low with 8.096 and 2.494 reported cases, respec-

ively, the incidence of SARS-CoV-2 is significantly higher [5,6].
p to September 1st, 2020, around 25.251.334 cases have been

eported worldwide with a total of 846.841 related deaths [7]. In
articular, the rapid increase in cases over the last months causes

mmense challenges to health care systems and societies, result-
ng in more than 50 countries worldwide announcing a ‘lockdown’
eriod to limit social contact and decelerate the spreading of the
irus. The high incidence and the drastic measures taken by the gov-
rnments underline the need for therapeutic interventions against
ARS-CoV-2. Different therapeutics and vaccines are being devel-
ped and tested at rapid speed to treat or contained SARS-CoV-2,
f which some are already reaching clinical trials, stoking the hope
or a fast solution [8]. This includes repurposing the use of exist-
ng therapeutics developed for the treatment of other diseases
uch as Remdesivir, Ivermectin, and others [8,9]. However, differ-
nt promising therapeutics, such as hydroxychloroquine failed as
otential treatment for SARS- CoV-2 in the clinic due to severe side
ffects or lack of efficacy [10], whereas other therapeutics such as
emdesivir still need more evaluation before being considered as
uccessful treatment [11].

In the recent years, nanomedicine offered promising strategies
o overcome limitations of current therapeutics by providing a plat-
orm that increases treatment efficacy, reduced side effects and
nabling specific targeting to achieve the desired responses on cel-
ular level [12–18]. On the one hand, nanocarriers can hereby be
sed to function as either delivery vehicles of a specific vaccine
o achieve immunization of the host [12–14], or as nanocarriers to
eliver different therapeutics to the target site prolonging their cir-
ulation time while protecting the therapeutics from degradation
r by reducing side effects of non-encapsulated drugs [15,13–18].

n particular the use of liposomes as nanocarriers forms a promis-
ng approach that mimic  the infection profile of viruses due to
heir high resemblance in structure, presenting a lipid bilayer sur-
ace and in high similarities in cellular uptake [19–21]. Another
trategy can be the use of empty virus particles themselves to
unction as nanocarriers for a different loading such as the use of
ene therapy [22,23]. The combination of aforementioned drugs

r newly developed therapeutics with nanocarrier systems could
orm a promising strategy to deliver therapeutics or vaccine anti-
gens to target cells and thereby stop the life-cycle of CoVs or prevent
disease.

In this review, we will critically discuss how nanomedicine can
play a crucial role to develop effective treatments for CoVs. First,
we will provide a description and classification of CoVs and their
specific replication strategy within the host. We  then focus on
therapeutics that are currently tested to treat CoVs and their spe-
cific mechanism of action within the cell as well as describing the
potential combination of these therapeutics with nanomedicine
to increase their efficacy, reduce side effects and enable directed
treatment of SARS-CoV-2 target sites and cells (Fig. 1).

Viral biology and clinical features

CoVs were first discovered in the 1960s and were classified
under the subfamily of Orthocoronavirinae, within the family of
Coronaviridae, which themselves form the largest family within the
order Nidovirales [4,24,25]. SARS-CoV, MERS-CoV and SARS-CoV-2
and the lesser known HCoV-HKU1 and HCoV−OC43, all belong to
the so-called �-CoVs, having a high potential to infect humans. CoVs
are enveloped viruses containing a single-stranded positive-sense
ribonucleic acid ((+)ssRNA) of 27 –

32 kb [24–26]. The genome is protected within the nucleocapsid
and encodes for four to five structural proteins, depending on the
type of CoV: spike (S), membrane (M), envelope (E), hemagglutinin
esterase (HE) and nucleocapsid (N) proteins (Fig. 2). Where only
the �-CoVs HCoV-HKU1 and HCoV−OC43 encode for the additional
HE protein. It is speculated that differences in the S protein and in
particular differences in the cleavage sites, including an additional
furin cleavage site, causes the rapid spread of the novel SARS-CoV-2
when compared to other types of CoVs [25,27–30].

Replication strategy

The replication process of CoVs within target cells is a cru-
cial step in the infection and disease progression and one of the
major targets for possible therapeutic intervention. As the exact
mechanism of CoV infection and replication is already discussed
elsewhere, this section will focus on key aspects and targets in this
process that form the basis for therapeutic interventions that will
be described in the next section of this review [1,25,28,31–33].

The life cycle of CoVs in host cells is similar (Fig. 3), although
certain aspects between SARS-CoV, MERS-CoV and SARS-CoV-2 are
different resulting in slightly different uptake mechanisms and pro-
cessing within the host cells. The initial attachment of the virion
with the host cell is driven by interaction between the S protein and
the specific receptor [28]. SARS-CoV and SARS-CoV-2 bind to the
cellular receptor angiotensin-converting enzyme 2 (ACE2) present
primarily in the lung, but also in endothelial cells of arteries and
veins, the intestine mucosal cells, the tubular epithelial cells of
the kidney and the renal tubules as well as cerebral neurons and
immune cells [28,33–40]. MERS-CoV binds to the cellular receptor

dipeptidyl peptidase 4 (DPP4), also known as cluster of differenti-
ation 26 (CD26), present on epithelial cells in the kidney, alveoli,
small intestine, liver, prostate and on activated leukocytes as well
as human dendritic cells, T-cells and macrophages, demonstrat-
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Fig. 1. Schematic overview of the differ

Fig. 2. Structure of coronaviruses. Schematic representation of a coronavirus
describing structural proteins and the viral genome and representative electron
microscopy image of SARS-CoV displaying the characteristic crown-like surface
(arrow indicating single virion). Photo credit to Dr. Fred Murphy, reproduced under
Creative Common Attribution License CC-BY 4.0 from D.N. Valencia 30.
ent topics covered in this review.

ing how this virus might be able to affect the immune system and
facilitate immune evasion [28,41–49].

After successful fusion of the viral envelope with the host cell
membrane, the viral genome is released into the cytoplasm of the
host, where the viral RNA is translated resulting in the produc-
tion of the RNA replicase-transcriptase complex also referred to as
RNA-dependent RNA polymerase (RdRP) [28]. This complex gener-
ates intermediate full-length negative- sense (-) RNA copies, which
are later used as templates for full-length positive sense (+) RNA
genomes. Further translation leads to the production of viral pro-
teins. Next, viral nucleocapsids are formed from viral genomic RNA
and N-proteins in the cytoplasm followed by budding of the nucle-
ocapsid and structural proteins in the lumen of the endoplasmatic
reticulum – golgi intermediate compartment (ERGIC) to form novel
virions, which are then released (egressed) by exocytosis. This pro-
cess is reported to be similar for all types of CoVs, including the
novel SARS-CoV-2.

Clinical features of coronavirus infections

General symptoms of an infection with CoVs, and in particu-
lar with the novel SARS-CoV-2 (related disease names ‘coronavirus
disease’ or COVID-19) include fever, cough, shortness of breath
and fatigue, which are similar to SARS and MERS, but can also
include headache, haemoptysis or diarrhea [50–52]. So far an
exceedingly high number of patients experience (severe) pneu-
monia up to acute respiratory distress (ARDS), severe sepsis or
multiple organ dysfunction [11,50,52]. Moreover new evidences
are found that COVID-19 is also related to gastrointestinal symp-
toms, which might directly be related to viral infections of the
intestine due to the high expression of ACE2 receptor within gas-

trointestinal epithelial cells forming a direct target for the virus
[53,54]. Recent studies furthermore displayed the potential of CoVs
to infect the central nervous system, explaining symptoms such as
headache, nausea and vomiting in some patients [55,56]. Remark-
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Fig. 3. Replication strategy of SARS-CoV, MERS-CoV and SARS-CoV-2. Schematic representation of (i) attachment of the virus to the specific receptor (ACE2 for SARS-CoV
a  fusion
t ansla
n  finall

a
c
r
i
a
a
a
6
f
s

nd  SARS-CoV-2 and DPP4 for MERS-CoV), (ii) virus cell entry via endocytosis, (iii)
ranslation of non-structural proteins including the RdRP and RNA replication, (v) tr
ew  virion in the ERGIC, (vi) packaging of replicated RNA into the novel virions and

ble for COVID-19 patients is also the high amount of inflammatory
ytokines and chemokines, which eventually leads to the cytokine
elease syndrome (CRS) [57–59]. Severe forms of CRS, in particular
n combination with ARDS, can lead to severe multi-organ failure
nd eventually the patient’s death. Although CRS is a life-threating
nd severe diagnosis for the patient, the underlying mechanisms

nd cytokines and chemokines involved, such as interleukins 1 or

 (IL-1, IL6) or tumor necrosis factor � (TNF�) are well understood,
acilitating the use of already known drugs in the treatment of this
yndrome.
 of the viral envelop with the endosomal membrane and release of viral RNA, (iv)
tion of structural viral proteins at the endoplasmic reticulum and the assembly of a
y (vii) viral egress.

Therapeutic interventions and nanomedicine strategies

To date, there are no existing antiviral drugs that are known
to efficiently treat COVID-19 progression, although, there are sev-
eral therapeutics in clinical trials that show the potential to be
effective against the virus progression. Most of these drugs were

originally designed for the treatment of other infections and
are now evaluated for their potential to be used for COVID-19
(re-purposing). Currently, around 300 clinical trials falling under
the European Union Drug Regulating Authorities Clinical Trials
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Fig. 4. Schematic representation of potential target sites for SARS-CoV-2 therapeutics currently evaluated in ongoing clinical trials. Starting with (i) prophylactic
treatments, (ii) vaccines, (iii) therapies that target the life cycle of SARS-CoV-2 before and after entering the host cells, (iv) treatment to support the immune system and (v)
therapeutics to reduce COVID-19 symptoms including anti- inflammatory therapeutics to inhibit cytokine release syndrome as well as therapeutics to avert long-term tissue
damage.
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atabase (EudraCT) are listed in the EU Clinical Trials Register
ocusing on the treatment or prevention of COVID-19 [8]. In general,
hese treatments can be divided into four categories: (i) vaccines
gainst SARS-CoV-2, (ii) therapies targeting the CoV’s life-cycle,
ither blocking cell entry or inhibiting the viral cycle within the
ost cell, (iii) therapies to target the immune response and (iv)
ther treatments, including prophylactic treatments or preventing

ong-term lung damage (Fig. 4).
The re-purposing of such drugs does not only display a major

eduction in the necessary time to develop a treatment against
OVID-19 as these drugs have often been tested extensively before,
ut scientists can also benefit from the already existing knowledge
f how these drugs function in patients and the risk of potential
ide-effects. For instance, hydroxychloroquine, which was  consid-
red one of the most promising therapeutics against SARS-CoV-2
nfections, failed in recent clinical trials due to severe side- effects,

hich have been known and reported for years [60–62]. Nonethe-
ess, the mechanism of function of this drug makes it highly
nteresting for the use in CoV infections. Whereas, the drug alone
id not succeed, the combination of this drug with nanomedicine
trategies might be able to reduce known side-effects and over-
ome limitations in efficacy to make this drug interesting again for
he treatment of SARS-CoV-2 [63].

Over the last decade, nanomedicine, describing the use of col-
oidal carriers, also called nanocarrier systems, has found broad
pplication in pharmacology and aimed to improve the treatment
f several diseases [64]. In particular cancer research has rapidly
acilitated the use of such nanocarriers to render drug delivery

ore efficient and specific [15]. There are several advantages in the
se of nanocarriers for the delivery drugs, including (i) enhancing
he solubility of certain drugs, (ii) the controlled sustained-release
f drugs providing a long-term treatment or high drug exposure,
iii) the suitability to deliver macromolecules, which are protected
rom degradation within the body or protected from clearance
y the immune system, (iv) a general decrease in side-effects,
v) the potential increase drug internalization by cells as well
s (vi) the capability to target specific cells [65]. Furthermore,
anocarriers can be altered in their size, shape, charge or sur-

ace chemistry facilitating the fabrication of tailorable biological
roperties. Moreover, nanocarrier systems can be administered via
ifferent routes, such as sub-cutaneous or muscular injections, via
ral or intranasal administration and are capable of penetrating
apillaries and mucosal surfaces [66]. These characteristics make
anocarriers also highly interesting for the treatment of CoVs,
ither by delivering vaccines and stimulate the immune response,
r by delivering drugs to infected cells to improve their efficiency
nd specificity.

Over the last years several different materials have been exten-
ively investigated for the use as drug delivery systems including
olymeric nanoparticles (NPs), facilitating the use of polymers such
s poly(lactic-co-glycolic acid (PLGA), poly (�-glutamic acid)(�-
GA), polystyrene or poly-alkyl acrylate; inorganic NPs, based on
old, silica or carbon; liposomes and lipid-based NPs or virus-like
articles (VLPs), which is based on the implementation of viral
roteins to form carriers (Fig. 5). The advantages and disadvan-
ages of the different systems are extensively discussed elsewhere
13,22,66]. This review will mainly focus on the potential of lipid-
ased NPs as well as virus-like NPs for the use in CoV-targeted
P-based vaccine (NPb-V) due to the high similarity of such sys-

ems with natural viruses. Such virus-mimicking NPs are able to
isplay similar characteristics as viruses in term of size and per-

ormance within the body, promoting their capability to follow the

ame mechanism of entering and spreading throughout the body
s viruses. In this section, we will summarize different drugs and
herapeutics that are currently evaluated for the treatment of SARS-
oV-2 infections and take a detailed look on different nanocarrier
Fig. 5. Different nanoparticles for vaccine/ drug delivery. Schematic represen-
tation of different nanoparticles able to deliver vaccines or therapeutics towards
target cells, highlighting nanoparticles that display virus-mimicking properties.

systems with the potential to render these therapeutics more effi-
cient and safer.

Vaccines against CoVs and the role of nanomedicine

Arguably the earliest point of therapeutic intervention is the
clearance of the virus before it can even infect target cells or
spread throughout the body. Vaccines allow for such a type of
intervention with the potential to provide a long-lasting effect
against CoVs, however, the development of vaccines can take sev-
eral months up to years to reach the market, leaving vaccines as
a strategy to prevent outbreak of SARS, MERS or COVID-19 in the
future. Nonetheless, due to the rapid sequencing of the SARS-CoV-2
genome, different vaccine candidates have already been developed
that are evaluated in clinical trials.

Vaccines basically introduce specific viral antigens to the body,
which are also produced in patients undergoing the disease, how-
ever, in a safe fashion for the patient [67]. Such antigens are

often presented on the cell surface of so called antigen present-
ing cells (APCs), in particular dendritic cells, embodied in the major
histocompatibility complex (MHC) I and II [68]. These presented
antigens are crucial for the adaptive immune system, which rec-
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gnized such antigens as hostile invaders and further produces
ntibodies or trigger T cells to kill the invader. Memory B cells
urthermore develop virus specific antibodies on its cell surface,

hich upon recognition of the virus, trigger a fast immune response
o clear the viral infection. Several different types of vaccines are
urrently in use depending on the type of infection, such as live
ttenuated vaccines, inactivated vaccines, conjugated vaccines, or
ore recently DNA or RNA vaccines [26]. Despite its presence for

early 20 years, so far no effective vaccine against human CoVs
ould be developed due to inefficiency of the vaccine or induced
ide-effects upon treatment, demonstrating the need of a novel
trategy to target CoVs [69].

In particular the importance of the S protein in CoVs, made
t a promising target for vaccines [70]. Currently different clin-
cal trials are running to investigate the efficacy of mRNA, DNA
nd non-replicating adenovirus vector-based vaccines. Moderna’s
RNA-1273, BioNTech’s BNT162a1, b1, b2 and c2, Arcturus Ther-

peutics’ LUNAR−COV19 and an unnamed vaccine candidate by
ureVac are mRNA vaccines that target the S protein of CoVs or spe-
ific regions within. Similarly, Inovio Pharmaceuticals’ INO-4800,
enexine’s GX-19 and Zydus Cadila’s ZyCoV-D are DNA vaccines

argeting the S protein of CoVs [8]. Both, RNA and DNA vaccines
ave several advantages compared to conventional vaccines, in
articular lower productions costs and simple purification, how-
ver, the delivery of such vaccine to the target cells is a challenge
ue to stability and specificity, which makes them suitable for
anomedicine-based delivery systems which will be discussed at

 later stage in this review. The University of Oxford in collabo-
ation with AstraZeneca recently presented a different vaccine to
ackle CoVs composed on a non-replicating adenovirus vector able
o replicate the S protein of SARS−CoV-2 called AZD1222 (formerly
hAdOX1) demonstrating a different way for vaccine development.
imilarly Ad5-nCoV from CanSino Biologics and Gam−COVID-Vac
rom the Gamaleya Research Insititute facilitate the same strategy
o find a vaccine candidate against SARS−CoV-2. Recently, the use
f inactivated CoVs has also shown efficacy to induce immunity
nd are currently in phase III clinical trials including CoronaVac
rom Sinovac or two vaccine candidates developed by Sinopahrm
n collaboration with the Wuhan Institute of Biological Products or
he Beijing Institute of Biological Products. Furthermore, protein-
ased vaccines such as NVX-CoV2373 from Novavax or COVAX-19
rom Vaxine PTY Ltd. are currently in evaluation. In addition, several
ther candidates are currently developed that have not yet reach
linical phases [71].

anomedicines to deliver vaccines against CoVs
With the increasing interest in RNA and DNA-based vaccines,

he combination of such vaccines with nanocarriers has become an
nteresting strategy to overcome limitations of the current deliv-
ry of these vaccines. The combination of RNA with nanocarriers
as been an effective approach to deliver small interfering RNA
siRNA) for the treatment of several diseases such as malignancies,
nfections, autoimmune disease and neurological diseases [72]. For
nstance, the aforementioned RNA-based vaccine mRNA-1273 from

oderna is based on the combination of the RNA drug substance
ith a nanocarrier system, which will be discussed later in this

ection in greater detail. Similarly, nanocarriers can be used for
he delivery of antigens avoiding premature degradation of such

olecules in the body, as well as assist in the translation of these
olecules into functional immunogens avoiding potential side-

ffects caused by the treatment [12].
In general, the delivery of vaccines using NPs systems (NPb-Vs)
an be divided into two main strategies: (i) NPb-Vs where the anti-
en or RNA/DNA is encapsulated within the nanocarrier and (ii)
ttaching antigens on the nanocarrier surface exposing it to the sur-
ounding (Fig. 6) [13,66]. The encapsulation of antigens or RNA/DNA
 / Nano Today 35 (2020) 100961 7

vaccine within nanocarriers mainly aims on protecting the anti-
gens from proteolytic degradation and to allow directed targeting
of the vaccine towards APCs [13]. These APCs take up the NPb-V
and either process the induced antigens towards the cell surface,
or translate the infused RNA or DNA to the respective antigen before
implementing it into the surface [73]. Hereby, RNA might be prefer-
able when comparing to DNA as RNA can be directly translated in
the cell cytoplasm while DNA must reach the nucleus of the tar-
get cell first [73]. Encapsulating RNA or DNA into nanocarriers can
be a promising approach to create NPb-V against CoVs. As afore-
mentioned, different RNA or DNA vaccines are currently evaluated
in clinical trials, which makes the combination of these ribonucle-
ases with nanocarriers a highly promising strategy. Furthermore,
NPb-V based on antigen encapsulation also show the potential to
exert a local depot effect, which prolongs the exposure of antigens
towards the immune cells [74]. The second strategy to create NPb-
Vs is to directly attach or conjugate antigens onto the nanocarrier
surface [66]. In such way the NPb-V is not directly aimed to bring
a cargo to APCs but to mimic  the virus itself. For instance, pre-
senting S protein specific antigens on top of a nanocarrier could
trigger a specific immune response towards these antigens, form-
ing a promising strategy against CoVs. In particular, the purification
of immunoglobulins from patient plasma, as aforementioned, in
combination with a nanocarrier could create a promising NPb-V
against CoVs.

Design considerations of NP-based vaccines. CoVs are thought to be
spread from human host to host by respiratory droplets, mainly
produced when an infected person sneezes or coughs. Recently
it has been shown that the major route for SARS-CoV-2 to enter
the body is through the nasal cavity, in particular trough mucosal
epithelial cells including mucus-producing goblet cells and ciliated
cells, forming the main target site of corona infections [75,76]. The
present lymphoid tissue, called nasal-associated lymphoid tissue
(NALT), comprises of lymphoid follicles (B-cell areas), interfollic-
ular areas (T-cell areas), macrophages and dendritic cells, which
when activated or triggered support the clearance of infectious
agent either by activated killer cells or by the production of antigen-
specific antibodies presented in the mucus layer, which forms a
liquid layer on top of the epithelial cells of the mucosa [66,77].
As a result of such response, the NALT is a promising target for
vaccines against respiratory virus and more interestingly for CoVs.
Ideally, NPb-Vs against CoVs should follow the same path as CoVs to
reach the NALT and trigger a specific mucosal immune response. To
achieve this, NPb-Vs have to be designed presenting similar kinet-
ics as viruses within the host, which can be dependent on the size,
shape, charge and general surface properties. The size of CoVs has
been measured to be between 50–150 nm using electron cryomi-
croscopy, with the average diameter size of 82–94 nm (excluding
the spikes) [78]. Most nanocarrier systems are aimed to achieve a
size between 20–200 nm,  making them suitable to mimic  the size
of CoVs as well to follow the same mechanism of infection to the
NALT [14,15].

Another crucial aspect when targeting the NALT, besides the
size, is the route of NPb-V administration. It has been shown that
intravenous or intramuscular injections of vaccines induce a sys-
temic immunity, however, only a weak mucosal response [66]. The
application of vaccines via the nasal route, similar to the infec-
tion mechanism of CoVs, is therefore more promising to trigger a
systemic immunity on the one hand, while also inducing immu-
nity on the mucosal surfaces. It has been shown that the nasal
route of vaccine administration resulted in increased proliferation

of antigen-specific lymphocytes, increased cytokine production as
well as induction of antigen-specific antibodies when compared to
subcutaneously or systematic administration [79–81]. A promising
strategy to administer NPb-Vs is the use of a nasal spray that deliv-
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unction as antigen-presenting carriers themselves.

rs the vaccine directly to the target site, however, such systems
urrently display several limitations including insufficient antigen
ptake in the mucosa, rapid mucociliary clearance or toxicity of
he administered therapeutics as well as challenges in stable fab-
ication of NPb-Vs for nasal delivery [82]. Nonetheless, different
trategies have emerged over the last decades facilitating the use of

 nasal spray for vaccine delivery. One of the first nasal vaccines that
eached clinical trials was developed in 2010, describing the use of
ried live attenuated measles vaccines [83,84]. Although this vac-
ine did not involve nanocarriers system, this study demonstrated
he potential use nasal spray for application. Besides sprays, nasal
pplication of therapeutics can also involve droppers or needleless
yringes, which are less complicated in the fabrication process [85].

Remarkable for the clinical symptoms of the recent SARS-CoV-2
utbreak is also the high infection potential of the intestine, central

ervous system as well as indications for infections of endothelial
ells in blood vessels and capillaries as aforementioned. Although
he nasal route of access is considered the primary infection site
f SARS-CoV-2 and potentially the most promising route to design
esentation of (i) nanoparticle- based vaccines encapsulating a gene or antigen for
noparticle-based vaccines with an antigen conjugated to the nanocarrier surface to

a vaccine, so far it is unknown if other potential infection routes
are possible. In such way, besides targeting the NATL, NPb-Vs
might also be designed to target lymphoid systems in the intes-
tine or to reach immune cells in the brain to block viral infections
of the central nervous system, of which the nasal administration
could be a promising strategy as different drug delivery approaches
use nasal administration to reach the brain environment [86]. To
potentially treat all target sites, a combination of intranasally and
subcutaneously or intravenously injected NPb-Vs could form a
promising strategy for SARS-CoV-2. For instance, a recent study
demonstrated that intranasal combined with intravenous injec-
tion of the antigen keyhole limpet hemocyanin in mice resulted
in the increased production antibodies against this antigen when
compared to either injection alone [87]. However, subcutaneous
injection did not demonstrate similar beneficial effects. A similar

study to investigated the combined injection of intranasal and sub-
cutaneous vaccine injection against influenza also did not show a
significant additional value of subcutaneous injection compared to
the nasal administration alone [88], demonstrating in particular the
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ombination with an intravenous injection forms a promising strat-
gy. Such combinational strategies should be taken into account in
ARS-CoV-2 due to the rapid spread of the virus away from the
ain target site towards other secondary sites.

romising nanocarriers for efficient vaccine delivery. Since the out-
reak of SARS-CoV in 2002, several different vaccine candidates in
ombination of nanocarriers have been developed (Table 1), how-
ver, only with the recent outbreak of SARS-CoV-2, such vaccines
re now reaching clinical phases due to high urgency to develop

 novel vaccine. Arguably, the most straight- forward strategy to
abricate a NPb-V to mimic  an actual virus’ mechanism of body
ntry, is the use of viral components as basis for the nanocarrier.

 NPb-V approach that has recently been used to target respira-
ory viruses, in particular human respiratory syncytial virus (RSV),
s the use of self-assembling protein NPs (SAPNs) which are 20–100
m sized nanocarriers that are based on the oligomerization of
onomeric proteins [89]. For instance, the N protein of RSV has

een used to create self-assemblied sub-nucleocapsid ring struc-
ures that provoked an antigen-specific T-cell response towards
he protein. In vivo examination in a RSV BALB/c mouse model
isplayed enhanced immunity towards RSV after treatment [90].

n a later stage, these N protein structures were combined with
alivizumab, a FsII-protein antagonist, to further enhance immu-
ity against RSV [91]. In a similar fashion, the N protein of RSV
as combined with the ectodomain of the influenza virus A matrix

rotein 2 (M2e) to induce immunity towards the influenza (H1N1)
irus [92]. Furthermore, this study demonstrated the advantage of
asal administration when compared to subcutaneous injection.
he use of SAPNs has also shown application in CoVs, demon-
trating the potential of such strategies to be used in the novel
ARS-CoV-2 as well. For example, the purified S protein of CoVs
elf-assembling into micellular NPs in combination with a Matrix
1 adjuvant was used to induce immunity towards CoVs in BALB/c
ice. It was found that the mice displayed enhanced presence of

eutralizing antibodies after vaccination [93]. In a recent approach,
 similar strategy of using purified S protein-based NPs formu-
ated with an adjuvant (Aluminum) displayed a similar response
n MERS-CoV [94]. Currently the use micellullar NPs based on the

 protein in combination with a Matrix M1  adjuvants, in a study
ed by Novavax (NVX-CoV2373), is evaluated as potential vaccine
or SARS-CoV-2 demonstrating the potential use of S protein-based
accines for CoVs [8,95].

Similar to SAPNs, VLPs are based on viral proteins, in particular
iral capsid proteins, that self-assemble into spherical nanocarri-
rs of 20–200 nm.  Such VLPs have successfully been tested for their
accination capability in influenza as well as RSV. For instance, VLPs
omprised of A/PR8/34 (H1N1) hemagglutinin and matrix (M1)
ere investigated for their immunogenic potential in influenza

fter nasal administration in mice [96]. Similarly, VPLs comprising
f multiple ectodomains of matrix protein 2 (M2e5x VLPs) have
een evaluated for induction of influenza immunity using nasal
dministration [97]. Both studies displayed enhanced immunity
owards influenza after treatment, which showed the potential of
LPs in vaccine applications. Chimeric VLPs, comprising of proteins

rom different types of viruses, have also shown the potential to
nduce immunity. A VLP comprised of the F protein or G protein of
SV and M1  protein of influenza displayed enhanced immunogenic
otential against RSV in mice [98]. Although not demonstrated

n SARS-CoV, VLPs based on MERS-CoV viral proteins have been
emonstrated to induce immunity in mice. In this study, MERS-CoV
LPs were generated by using a chimeric approach of combining

anine parvovirus VP2 structural gene with the receptor binding
omain (RBD) of MERS-CoV to mimic  the S protein binding site of
his virus [99]. Intramuscular injection of these chimeric VLPs dis-
layed increased immunity against MERS-CoV, demonstrating the
 / Nano Today 35 (2020) 100961 9

potential of this VLP against MERS-CoV infections. In a more recent
study, MERS-CoV VLPs were prepared including the full S protein
of MERS-CoV to induce immunity by generating VLPs using insect
cells [100]. Although this approach lacks the evaluation in vivo so
far, VLPs expressing the full S protein of CoVs, might demonstrate
increased immunity compared to specific sequences such as the
RBD. Currently Medicago, a company from Quebec City, Canada,
is evaluating a VLP-based vaccine candidate against SARS-CoV-2
aiming to start a phase I clinical trial including 180 patients soon
[101].

Lipid-based NPs, such as liposomes or solid-lipid NPs (SLNs), dis-
play high similarities to virus particles resembling a similar surface
structure as viruses, which can additionally be chemically modi-
fied. Although the use of liposomes in NPb-V against respiratory
viruses is limited, the use of these systems is highly favorable in
vaccine development because the carriers can be altered to achieve
similar characteristics as viruses without the use of virus-specific
peptides. 1,2-dilauroyl-sn-glycero-3-phosphocholine (DLPC) lipo-
somes containing either the adjuvants monophosphoryl lipid a or
trehalose 6,6’ dimycolate or short synthetic peptides which have
been derived from conserved regions of pathogen-derived proteins
have been shown to induce immunity against influenza in mice
when nasally administered, demonstrating the use of liposomes
as NPb-V for nasal administration [102]. The same strategy has
been applied to induce immunity against SARS-CoV by coupling
synthetic peptides mimicking the N protein of SARS-CoV that were
based on HLA-A*0201 transgenic mice and recombinant adenovirus
for expressing these peptides onto the surface of liposomes [103].
They observed induced CoV-specific T lymphocyte activity as well
as enhanced viral clearance in HLA-A*0201 transgenic mice after
treatment, demonstrating a potential strategy to use liposomes
combined with virus-specific antigens as NPb-V. In particular anti-
gens purified from patient plasma combined with lipid-based NPs
forms a promising strategy to create immunity towards CoVs in
the near future. A different advantage of using these NPs for the
development of NPb-Vs, is their unmet capability to encapsulate
RNA and DNA, one of the major investigated type of vaccines at
the moment. The use of liposomes has been widely applied for
the delivery of different RNA cargos, for example of siRNA as well
as messenger RNA (mRNA), demonstrating how these system are
able to project the cargo encapsulated while being rapidly taken
up by target cells [72,73]. It has been proven that mRNA liposome
complexes were able to infect the lung tissue and translate the
induced mRNA into functional proteins, demonstrating the use of
liposomes for efficient gene delivery [104]. Currently one of the
most promising strategies to develop a vaccine against SARS-CoV-
2 is based on nanocarrier systems encapsulating RNA to enhance
their stability and performance such as Moderna’s mRNA-1273.
This therapeutic is based on the encapsulation of the RNA drug
substance within a SLN. Although their therapeutic is administered
intramuscularly and not via nasal administration, it demonstrates
the potential of combining RNA-based vaccines with nanocarrier
systems to enhance their performance. Furthermore, a current clin-
ical trial led by Arcturus Therapeutics evaluates the combination of
self-replicating RNA with lipid NPs as potential vaccine candidate
for SARS-CoV-2 following a similar strategy as Moderna further
demonstrating the high potential of lipid-based systems for vac-
cine delivery [105]. Two  additional studies led by the University
of Washington (HDT-301) and CanSino Biologicals (NP-based Ad5-
nCoV), respectively, facilitate the same strategy to combine RNA
vaccine with lipid-based nanocarriers to effectively deliver the vac-
cine candidates towards the target site [106].
A different nanocarrier, which has recently been investigated
for the use as NPb-V, are extracellular vesicles or exosomes [107].
Exosomes are vesicles that are released from cells upon fusion of
multivesicular bodies with the plasma membrane, liberating intra-
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Table 1
Overview of different nanoparticle-based vaccines for coronaviruses and the advantages and disadvantages of the respective nanoparticle platform.

Nanocarrier Characteristics & Pros/ Cons Target Formulation Vaccine Stage Ref

Self-assembling
protein NPs
(SAPNs)

(Purified) proteins that self-assemble into NPs
(e.g. micelles). SARS-CoV & MERS-CoV

Protein-protein micellular
nanoparticles based on CoV S protein,
administered with Matrix M1  adjuvant

S protein Early Stage [93]

Pro:  Simple preparation, surface
charge and size prevent clearance,
kinetically stable. MERS-CoV

Protein-protein micellular
nanoparticles based on CoV S protein,
formulated with aluminum adjuvant

S protein Early Stage [94]

Con:  High costs prevent
industrial upscaling,
short-term stability in vivo.

SARS-CoV-2 Protein-protein micellular nanoparticles
based on CoV S protein

S protein Phase I C.T. Novavax, [95]

Virus-like  particles
(VLPs)

Based on structural viral proteins (e.g.
capsid proteins) that form spherical
NPs. Often obtained from plants,
bacteria or inactive human viruses.

MERS-CoV VP2 structural protein of canine parvovirus
with receptor binding domain (RBD) of
MERS-CoV

RBD (S protein) Early Stage [99]

MERS-CoV
Nanovesicles based on structural E, M
and S proteins obtained from
expressing Bm5 cells.

S protein Early Stage [100]
Pro:  High biocompatibility and
biodegradability, mimics virus’s distribution
in  vivo due to similar characteristics.
Con: Difficult to scale up industrially,
depending on source can cause
side-effects or unwanted immune
reactions.

SARS-CoV-2 Plant-based Not clarified Phase I C.T. Medicago, [101]

Lipid-based NPs

NPs based on a lipid bilayer with a hydrophilic
compartment inside or as solid-lipid NPs. SARS-CoV

Liposomes composed of dioleoyl
phosphatidyl choline, dioleoyl
phosphatidyl ethanolamine, dioleoyl
phosphatidyl glycerol acid and
cholesterol with synthetic peptide
conjugated to surface

N protein Early Stage [103]

Pro:  Simple preparation, long physical
stability, sustained release, high
control on surface properties and size,
high feasibility for industrial upscaling,
highly suitable for RNA/DNA delivery. SARS-CoV,

MERS-CoV &
SARS-CoV-2

Solid-lipid NPs composed of ionizable
lipid, SM-102, with cholesterol,
1,2-distearoyl-sn-glycero-3-
phosphocholine (DSPC) and
1,2-dimyristoyl-rac-
glycero-3-methoxypolyethylene
glycol-2000 (DMG-PEG2000)

RNA (encodes for S
protein)

Phase III C.T. (for
SARS-CoV-2) Moderna

Con:  Limited loading capacity, burst
release of load.

SARS-CoV-2 Solid-lipid NPs composed of ionizable lipid,
ATX, cholesterol, DSPC, DMG-PEG2000

RNA (not clarified) Phase I/II C.T. Arcturus Therap.

SARS-CoV-2 Lipid-inorganic NPs composed of
superparamagnetic iron oxide NPs within a
hydrophobic squalene core

RNA (encodes S
protein)

Pre-clinical Uni. Of  Wash.,
[106]

SARS-CoV-2 Unspecified lipid NP Non-replicating
adenovirus type 5
(S protein)

Early Stage CanSino

Exosomes
Vesicles  released from cells upon fusion of
multivesicular bodies with the plasma
membrane.

SARS-CoV
Exosomes obtained from 293 T cells
transfected with CoV S
protein-expressing plasmid.

S protein Early Stage [110]

Pro:  High biological relevance and
compatibility, can be modified to express
specific protein in membrane, highly suitable
for RNA/DNA delivery.
Con: Complex fabrication process, not suitable
(yet) for industrial upscaling, high costs and
labor intensive.
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uminal vesicles into the extracellular milieu which are further
alled exosomes [108]. As the compositions of exosomes are similar

to the body’s own cells, they are widely considered non-
mmunogenic, which makes the them highly promising for gene
r drug delivery [109]. Furthermore, exosomes have recently been
emonstrating their potential for the delivery of RNA and DNA

or vaccination purposes [107]. Furthermore, similar to liposomes,
xosomes can be modified to express viral antigens. In 2007, it
as demonstrated that transfecting 293 T cells with S protein-

xpressing plasmids resulted in exosomes that included the S
rotein into their compositions [110]. Animal experiments using
L57/6 mice showed induced neutralizing antibody levels upon
reatment, clearly showing how exosomes can be used as NPb-V.
owever, as exosomes are produced by cells, the amounts that can
e fabricated are currently limited.

argeting CoV’s life-cycle and nanomedicine strategies

Therapies that directly target the CoVs life-cycle can have dif-
erent targets or sites of action, including blocking the CoV-specific
eceptor to prevent CoV binding, the fusion of the viral envelop with
he cell membrane, the viral proteases which among others facili-
ate the generation of the RdRP, or directly inhibit the RdRP. In this
ubsection, we will describe the different therapeutics categorized
ased on their specific site of action, before discussing the potential
f nanocarrier systems to make the delivery of these therapeutics
ore specific and efficient.

locking receptor-mediated cell entry (extracellular)
Arguably the earliest strategy of intervention besides govern-

ental lockdown or a vaccine, is avoiding the cell entry of the
irus by blocking the CoV-specific receptors. Two  drug candidates
re currently evaluated that can block the entry of CoVs into the
ost cells – Umifenovir (brand name: Arbidol) and Camostat mesy-

ate. Umifenovir, which so far is only licensed as a broad-spectrum
ntiviral drug in Russia and China, has shown to block different
ife-cycle steps of the influenza virus including blocking the virion
ttachment to the cell by interacting with the viral S protein. This
akes Umifenovir particularly interesting for blocking the cell

ntry for SARS-CoV, MERS-CoV and SARS-CoV-2 [111]. Camostat
esylate is another therapeutic that shows promising application

or the treatment for SARS- CoV, MERS-CoV and SARS-CoV-2 by
nhibiting TMPRSS2, eventually blocking the S protein cleavage and
herefore the fusion with the cell membrane [112]. Furthermore,
amostat mesylate has also shown suitability to be combined with
anocarriers for drug delivery, making it a promising candidate for

uture targeted delivery applications [113]. Similarly the inhibition
f furin could also block the cleavage of the S protein and the medi-
ted cell entry, however such approaches are so far not investigated
n clinical trials. Nonetheless, in particular due to the additional
urin-dependent cleavage site in the novel SARS-CoV-2, the inhibi-
ion of furin could form a promising approach to block SARS-CoV-2
ell entry. Starting in 1994, different studies have investigated
he potential of furin inhibition in viral infections, however, such
pproaches have not reached clinical trials [114]. Also a study which
uccessfully blocked furin in Ebola infections, did not show a reduc-
ion in the viral replication in vitro, demonstrating that Ebloa might
ave different mechanisms of cell entry besides furin-mediated S
rotein cleavage [115]. However, as differences between Ebola and
ARS- CoV-2 might alter the efficiency of therapeutics, the inhi-
ition of furin might form a functional approach in CoVs, which
eeds further investigation. For instance, Remdesivir, one of the

ost promising therapeutics against SARS-CoV-2, which will be

iscussed in more detail in a later section of this review, did not
how efficacy in Ebola but promising results in SARS-CoV-2 clinical
rials.
 / Nano Today 35 (2020) 100961 11

Besides drug candidates, neutralizing monoclonal antibodies
(mAbs) form another promising therapeutic to prevent cellular
entry of the virus. Since the outbreak of SARS-CoV and MERS-CoV
several different antibody candidates have been developed that
show the capability to block cell entry by binding to different sites
of the S protein and attenuate binding of the virion to the specific
ACE2 or DPP4 receptor for SARS- CoV / SARS-CoV-2 or MERS-CoV
respectively. Such candidates for SARS-CoV and MERS-CoV have
been discussed in detail elsewhere [24]. Due to the high similarities
in cell entry and binding site, mAbs that show promising applica-
tion for SARS-CoV might also form a promising strategy to target
SARS-CoV-2 [116]. In particular, the mAbs 80R, CR3014, 201 and 68
have shown effective blocking of SARS-CoV to the ACE2 receptor in
small animal models [117–123]. Promising mAbs for MERS-CoV,
which have proven their performance in vivo, include 4C2, m336,
MERS-GD27, MCA1, CDC2-C2 and 7D10 [124–134]. Recently, the
human monoclonal 47D11 antibody has been identified to bind to
the SARS2-S-S1B domain of the S protein in SARS-CoV and SARS-
CoV-2, inhibiting the binding to the cell receptor ACE2 [135]. In vitro
studies have shown that this monoclonal antibody can inhibit viral
uptake in Vero cells transfected with SARS-CoV and SARS-CoV-
2, however, did not affect the uptake of MERS-CoV. Clinical trials
involving such neutralizing antibodies are currently performed to
ensure patient’s safety and efficacy. In particular the combination
of antibodies with nanocarriers might form a promising strategy
to enhance the stability of these antibodies in vivo as well as allow
for a targeting approach to the site of interest. Such combinations
have already shown beneficial characteristics for the treatment of
different diseases compared to antibodies alone [136].

Another approach, that is currently evaluated in clinical trials,
is the use of soluble human ACE2 called APN01. Recent studies
have shown that human recombinant ACE2 can block the uptake of
SARS-CoV-2 in human blood vessel organoids and human kidney
organoids as well as reduce the recovery of SARS-CoV-2 from Vero
cells by a factor of 1.000–5.000 displaying promising strategies to
block early stages of SARS-CoV-2 infections [137]. Furthermore, as
SARS-CoV is employing the ACE2 receptor, the overall ACE/ACE2
balance is disrupted leading to higher levels of angiotensin II (Ang
II) in COVID-19 patients, which goes along with severe lung injury
and ARDS [138]. APN01 has shown the potential to reduce Ang II
levels in the blood by covering the virus and thereby reconstitut-
ing the ACE/ACE2 balance [139]. Due to the combined working of
APN01 it might form a promising therapeutic for use in SARS-CoV-2
applications.

Blocking cell entry and fusion of the virus envelop with the cell
membrane (intracellular)

Chloroquine (CQ) and its more soluble and less toxic metabo-
lite hydroxychloroquine (HCQ) were first used as prophylactic
treatment for malaria and were long considered a promising treat-
ment for SARS-CoV-2 due to its broad spectrum of functions
[30,140–146]. However due to severe side effects of CQ/  HCQ sev-
eral clinical trials failed and eventually studies were discontinued
by the WHO  [147–149]. Despite this fact, the combination of HCQ
and nanocarriers, might reduce the found side effects and facilitate
the use of HCQ in the treatment of SARS-CoV-2. The combination
of CQ with SLNs for example has shown promising performance in
the treatment of CQ-resistant malaria in the past [150]. Mefloquine,
a drug which is considered to be similar to CQ is currently evalu-
ated as prophylactic treatment for SARS-CoV-2 infections, however,
the exact mechanism of action is not completely understood which
limits its direct use [140].
Other potential drugs that are able to inhibit virus endocytosis
are Imatinib and Baricitinib. Imatinib on the one hand is protein-
kinase inhibitor that inhibits the bcr-abl tyrosine kinase, which has
been shown to be involved in the cell entry and fusion of the viral
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nvelope and the cell membrane in hepatitis C and ebola, and might
e similarly involved in the life-cycle of CoVs [151–153]. Baric-

tinib, on the other hand, is a Janus kinase inhibitor, which was
reviously used in the treatment of rheumatoid arthritis. It might
lso be used for blocking CoV cytosis due to its affiliation with the
P2-associated protein AAK1 [154,155].

locking viral proteases
Viral proteases are crucial for the generation of non- structural

iral proteins, such as the RdRP as well as transport of viral proteins
o the nucleus [9]. Ivermectin is an anti-parasitic agent, which has
reviously been used for human immunodeficiency virus (HIV) and
engue virus [156]. It dissociates the IMP�/�1 homodimer related
ith the nuclear transport of viral proteins. Ivermectin additionally

howed to reduce viral RNA in Vero cells up to 5000 fold demon-
trating its potential for the use in CoVs [157]. Another therapeutic
hat was mentioned in relation with the treatment of SARS-CoV-2
s the HIV therapeutic Darunavir, which, however, is not confirmed
s potential treatment for CoVs and is still in premature trials to
how its potential as stated by the manufacturer Janssen [158].

nhibiting the RNA-dependent RNA polymerase
The RdRP is a crucial protein in the life-cycle of CoVs and thereby

locking the RdRP is a promising strategy to stop the viral spread-
ng within the body and treat CoVs. One of the most promising
reatments against SARS-CoV-2 and other CoVs is Remdesivir, a
herapeutic developed by Gilead Sciences (USA) under the brand
ame GS-5734 [159]. Although it did not show efficacy against its
riginal target Ebola, it was proven to be safe for patient use, which
acilitated rapid clinical testing against CoV [160]. Furthermore,
tudies have proven its efficacy to inhibit the replication SARS-CoV
nd MERS-CoV in primary human airway epithelial cell cultures as
ell as being effective against bat CoVs and circulating contempo-

ary human CoVs. Its efficacy has also been demonstrated in vivo
n a SARS-CoV mouse model [161]. Remdesivir has been shown to
e effective in vitro using SARS-CoV-2 infected Vero cells. A recent
tudy performed in the US was able to show a recovery time of
atients from 15 days to 11 days in the treatment groups as well
s a drop in patient mortality from 11.6 % in the placebo to 8% in
he treatment group, demonstrating its potential to also treat the
ovel SARS-CoV-2 [162].

Favipiravir, a therapeutic designed for treating influenza, dis-
lays a similar mechanism of action as Remdesivir by inhibiting
he RdRP, however, it is less experimentally supported compared
o Remdesivir [163]. Nonetheless, Favipiravir has been recently
pproved by the National Medical Products Administration of China
or the treatment of COVID-19 patients after a clinical trial where
avipiravir was combined with interferon-� showed clinical ben-
fits of the drug combination [164,165]. Furthermore, Tenofovir, a
ifferent RNA transcriptase inhibitor, is currently in evaluation for
he use a prophylactic treatment [166].

anomedicine strategy to target pathological cells
As aforementioned, nanocarriers are promising for the stable

elivery of drug candidates towards target cells avoiding rapid
learance by the immune system while preventing side-effects
18,64]. Due to variety of different nanocarriers available and the
ossibility to tune these to fit the drug load as well as the tar-
et, most of the aforementioned drug candidates against CoV can
e included into nanocarriers to target the lung, prevent early
egradation or clearance as well as avert side effects [167]. In fact,
ifferent studies of drug-loaded nanocarriers have been reported in

he past, involving CQ-loaded SLNs to treat CQ-resistance malaria
150], Tenofovir-loaded PLGA NPs to induce long- acting pre-
ention of HIV vaginal transmission [168] or Ivermectin-loaded
LNs to facilitate transdermal delivery for the treatment of sca-
 / Nano Today 35 (2020) 100961

bies [169]. Similarly different nanocarriers have been evaluated
for the delivery of antibodies [170,171]. These studies demonstrate
that the combination of currently evaluated drug candidates with
nanocarrier systems is feasible and capable to improve the drug
characteristics and properties. Due to the big variety of possible
candidates and drug- nanocarrier combinations, this review will
focus on possible delivery strategies that are capable to delivery
drugs towards CoV infected cells as well as cells involved in the
COVID-19 disease progression.

Targeting the nasal mucosa. As aforementioned, the main target
cells of CoVs are mucus-producing goblet cells and ciliated cells
located in the nasal mucosa. Targeting these cells with nanocarriers
is a promising strategy to deliver drug candidates to the infected
cells (Fig. 7). A particular barrier found in the nasal administra-
tion of therapeutics is the mucus. The mucus forms an aqueous
layer on top the mucosal endothelial cells, which based on the
secretion of mucin, cilia action and cough is kept in constant flow
facilitating rapid clearance of agents present in the mucus film
[172,173]. Additionally the mucus contains several secretory anti-
bodies forming a first line of defense against pathogens, which,
as aforementioned, makes the nasal mucosa a promising target
for vaccines aimed against respiratory viruses [174]. Although the
rapid clearance from the mucosa is favorable against pathogens, it
creates a hard to penetrate barrier for nanocarriers to reach under-
lying epithelial cells. In the nose, the mucus is reported to have
a thickness of around 15 �m,  including a rapidly flowing loosely
adherent mucus layer on top of a firmly adherent slowly flowing
layer covering the epithelial cells [175]. Clearance of agents form
the mucus can occur within 30 min, giving applied nanocarriers a
limited time to overcome the barrier and being taken up by or pass
the epithelial lining [175]. Nonetheless several mucus-penetrating
NPs (MPPs) have been developed over the last years, as extensively
discussed elsewhere [173,175,176]. A general inspiration for the
design of such MPPs are viruses, such as CoVs, that are able to
penetrate the mucus with similar diffusion rates compared diffu-
sion in water. Different studies suggested that the surface charge
and related hydrophilicity as well as the size play a crucial role in
the penetration of viruses through the mucus [175]. Furthermore,
glycolyzed viruses or particles display enhanced penetrating prop-
erties, indicating the PEGylation (the conjugation of polyethylene
glycol onto a nanocarrier surface) can increase the efficacy of MPPs
and explains how CoVs, with their heavily glycolyzed S proteins
can penetrate the mucus as well [177]. Generating nanocarriers for
the delivery of therapeutics should therefore be greatly inspired
by such virus-like properties. As described aforementioned, viral
particles or liposomes can be tuned in terms of charge, size and
surface chemistry (conjugation of PEG or other peptides to cre-
ate a muco-inert surface) to reach these characteristics facilitating
delivery of therapeutics towards goblet cells or ciliated cells in the
mucosa. For instance, nanocarriers modified with the goblet cell-
targeted peptide (CSKSSDYQC (CSK)), have demonstrated enhanced
mucus penetrating characteristics, reduced mucus clearance as
well as specific uptake into goblet cells. Studies demonstrate the
CSK peptide enhanced nanocarrier uptake in the oral mucosa for
the delivery of insulin or exenatide for the treatment of diabetes
[178–181], as well as enhanced uptake of gemcitabine in intestinal
goblet cells for the treatment of breast cancer after oral adminis-
tration [182]. The combination of nanocarriers loaded with drug
candidates focusing on the treatment of CoVs combined with such
surface peptides could form a promising strategy for the nasal deliv-
ery towards CoV-infected epithelial cells.
An additional strategy to rapidly allow targeting of the mucosal
epithelial cells is disrupting the mucus to enhance drug delivery
towards underlying cells. Such adjuvant therapies can be particu-
larly advantageous in diseases including a change in the mucus,
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Fig. 7. Strategies to delivertherapeutics to target cells using nanoparticles. Schematic representation of different nanocarriers delivering therapeutics towards nasal
mucosa (primary target site) as well as secondary target sites including the central nervous system, intestine or blood vessel endothelium. Nanocarriers include mucus
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enetrating particles and their characteristics, specific goblet cell targeted nanop
trategies to directly target the ACE2/DPP4 receptor including virus-like particles
eptides and antibodies.

endering it highly viscous, such as cystic fibrosis or chronic
bstructive pulmonary disease (COPD). Given the symptoms of
ough and sometimes bloody mucus in COVID-19 patients [183],
t is likely that the mucus of these patients present abnormal

echanical properties which can directly affect the penetration
f nanocarriers towards mucosal epithelial cells. Dornase alfa, a
ecombinant human DNAse (rhDNAse), has shown to hydrolyze
NA involved in the dense crosslinks of glycoproteins within the
ucus [184]. It is also currently evaluated in COVID-19 patients

elated to reduction of ARDS [185]. Dornase alfa is an adjuvant,
hich can be administered in form an aerosol, enabling it to be com-

ined with anti-CoV therapeutics and being administered using the
asal delivery route in form of a spray or syringe [186].

anocarrier systems specifically targeting the ACE2/ DPP4 receptor.
lthough the nasal mucosa is the primary target site of CoVs, sev-
ral other sites and tissues affected by CoVs have been announced
ecently with the potential that other tissues can also be affected,
hich are yet to be discovered. Targeting the virus-specific recep-

ors, ACE2 and DPP4 is a promising strategy to deliver therapeutics
o all CoV-infected cells throughout the host’s body. Efficient target-
ng of these receptors can be achieved by different means including
he conjugation of a targeting agent (peptide or antibody) onto

 nanocarrier surface or by the use of a VLPs comprised of CoV-
ased proteins. Using the virus’ own characteristics and behavior

o target ACE2 expressing has been demonstrated recently, using
tructural proteins (M,  E, S) from HCoV-NL63 to generate VLPs that
ould effectively transfect ciliated cells of the nasal mucosa [187].
urthermore, these VLPs could be loaded with a fluorescent cargo
s, DNAse strategies to increase mucus penetration of nanoparticles and different
d on coronaviruses or targeting ligands involving synthetic S proteins, targeting

demonstrating the capability of these VLPs for efficient protein
delivery. Although this is so far the only attempt to use a CoV-based
VLP for the delivery of therapeutics towards infected cells, the use
of VLP might form one of the most promising strategies for efficient
drug delivery, as these VLPs, similar to the virus, are able to escape
immune clearance, penetrate the mucus and might display similar
characteristics in infecting not only the main target site of the lung
but also secondary target sites, that are also affected by SARS-CoV-
2.

A different strategy to target the ACE2 or DPP4 receptor is using
a targeting ligand, such as peptides or mAbs, and conjugate these
onto the surface of nanocarriers, enabling the active targeting of
these receptors as frequently applied in recent nanomedicine appli-
cations [188,189]. These peptides are specifically designed to bind
to CoV-specific receptors similar to the actual SARS-CoV, MERS-
CoV or SARS-CoV-2. In recent studies, such peptides or mAbs were
mostly applied to work as ACE2 or DPP4 antagonist and block
the function of the receptor to prevent cell entry of CoVs during
their life-cycle [190,191]. However, these inhibitors also show the
potential to be used as targeting ligand combined with nanocar-
riers to direct therapeutics towards infected cells. In such way,
these nanocarrier might exert a double-sided effect by delivering
therapeutics towards infect cells, while blocking the virus entry
on non-infected cells. Nonetheless, as these and potential novel
inhibitors are not directly designed as targeting ligands and have

been extensively described elsewhere for ACE2 [190–193] and
DPP4 [194–197], respectively, this review will not focus on such
inhibitors in greater detail. So far, no studies describe the use ACE2
or DPP4 antagonistic peptides or mAbs in the context of targeted
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elivery of drugs towards SARS-CoV, MERS-CoV or SARS-CoV-2.
owever, a recent study describes the targeting of the angiotensin

I receptor type 1 to specifically deliver PLA/PLGA- PEG NPs towards
esangial cells for the potential treatment or detection of diabetic

ephropathy. Hereby, angiotensin-I was covalently bound onto the
urface of the NPs to allow binding to ACE receptors of the first tar-
et cell. The binding to ACE allowed for enzymatic processing of
ngiotensin-I towards angiotensin-II, which further allowed uptake
f these NPs through AT1R mediated endocytosis by a second tar-
et cell. This strategy was mainly inspired by the cellular uptake
f influenza A viruses, which first undergo ectoenzymatic activa-
ion of hemagglutinin by one cell which facilitates the uptake of the
irus by a secondary target cell. Although their study did not aim for
CE-mediated cellular uptake, the strategy of using angiotensin-
oated nanocarriers is a promising strategy to specifically target
CE2 expressing cells. A different strategy is based on the recent
equencing of the S protein, enabling deeper understanding of the
rotein structure of the S protein, which further allows to generate

 synthetic peptide mimicking this structure. The synthetic S pro-
ein can potentially be conjugated onto the surface of nanocarriers
unctioning as targeting ligand. Studies have reported the potential
f such synthetic S proteins for their antiviral capability in SARS-
oV-2 by blocking the ACE2 receptor similar to the actual virus
198]. Such synthetic proteins would allow for the targeting of the
CE2 receptor without the need for purification of the S protein

rom actual CoVs.
The surface properties of nanocarriers have also shown to facili-

ate binding to CoV-related receptors. It has been described recently
hat cationic NPs, in particular polyamidoamines (PAMAMs),
ind to ACE2 receptor, subsequently blocking the cleavage of
ngiotensin, which can cause ARDS [199]. Interestingly, anionic
anocarriers did not display such binding properties, demonstrat-

ng how the surface charge of nanocarriers can also facilitates
pecific receptor binding. However, it is unclear whether such char-
cteristics would allow for the targeting of ACE2-expressing ciliated
r goblet cells in the nasal mucosa, as cationic nanocarriers might
ot be able to successfully penetrate mucus layer.

This study also demonstrates a particular challenge when tar-
eting the ACE2 receptor. The blocking of this receptor has shown
o reduce the enzymatic cleavage of angiotensin-II, disrupting the
enin-angiotensin system (RAS) and eventually increasing its blood
evels, which subsequently can promote ARDS [38,200,201]. Addi-
ional targeting of this receptor might further block ACE2 receptor
evels which can enhance this cascade. Nonetheless by applying a

ultilayered therapy, such as for instance a treatment using ACE2-
argeted delivery of therapeutics followed by the administration of
he previously described APN01, a soluble form of ACE2, could avert
uch side effects, however, these hypothetical strategies remain to
e proven in experimental settings. Another potential challenge

n the targeting of ACE2 or DPP4 receptors for the directed deliv-
ry of therapeutics to infected cells, is the reduced presence and
xpression of these receptor after infections with SARS-CoV, MERS-
oV and SARS-CoV-2, which eventually might reduce the overall
mount of therapeutics that can be delivered towards target cells
38,200]. Similarly, despite that DPP4 targeting might allow for the
argeted delivery of MERS treatment towards infected cells, DPP4
locking or inhibition has shown profound influence on T cell-
pecific immunity, downregulating T cell activity and maturation.
lthough the exact consequences of DPP4 blocking on the immune
ystem are so far not well understood, the probable side-effects
f DPP4 targeted peptides or mAbs must be taken into considera-
ion when designing targeted systems for delivery towards ACE2

r DPP4 expressing cells.

Despite these different challenges, direct targeting of ACE2 or
PP4 might form a promising strategy to not only deliver thera-
eutics to the major target site but also specifically reach secondary
 / Nano Today 35 (2020) 100961

sites of infections. The proper in vivo evaluation of such strategies is
crucial to avert potential side effects and ensure the targeted deliv-
ery of treatments. A different strategy to avert side effects might
be the search for different shared surface receptors except ACE2
or DPP4, however, due to the variety of affected cells, a common
receptor that does not exert side effects upon targeting might be
challenging to find.

Targeting the immune system and nanomedicine strategies

As described before, SARS-CoV-2 is characterized by a rapid
progression of the disease where an exceedingly high number
of patients experiences severe pneumonia or ARDS. In particu-
lar patients with a weak immune system based on age or other
pre-existing conditions are more prone to a lethal outcome of the
disease compared to younger healthier patients. Currently differ-
ent strategies are developed to inhibit the progression of COVID-19
and reduce patient mortality. Such strategies mainly focus on sup-
porting the immune system to enhance the clearance of the virus
from the body or to inhibit the inflammatory response caused by
the viral infection and related to ARDS and severe lung damage.

Supporting the immune system
A strategy that is currently evaluated for the use in COVID-

19 patients is the administration of interferon beta 1a (IFN�), a
body-own cytokine with extensive antiviral functions [202,203].
The administration of interferon has been investigated to treat
SARS-CoV and MERS-CoV demonstrating promising results in vitro
and in vivo which, however, could not be translated to clinical set-
tings in the past [203–205]. Also the exact role of interferons in
viral infections can be highly dependent on the infection type and
progress as interferons are also reported to promote inflamma-
tory responses and increase patient mortality [202]. Nonetheless,
administration of IFN� might form a promising strategy for certain
COIVD-19 patients.

Another strategy to facilitate antibody therapy in the target-
ing of CoVs, is the use of purified plasma for patients that are
already recovered from CoVs [206]. The plasma of such patients,
when proven safe to have no traces of the specific pathogen left,
might include sufficient antibodies/ immunoglobulins to support
the body’s own immune system against the CoVs. As the plasma
from SARS, MERS of COVID-19 patients would include specific Abs
against these viruses, it might form a promising strategy to support
viral clearance before entering the host cells and when given intra-
venously (referred to as intravenous immunoglobulins (IVIGs)) in
combination with antiviral drugs could form a promising treatment
against CoVs.

Inhibiting the inflammatory response
As mentioned before, COVID-19 patients often experience

increased levels of inflammatory cytokines and chemokines (CRS)
related to ARDS, which forms one of the main reasons for the
high mortality of patients [57,58]. In particular, ARDS might also
cause severe long-lasting damage to the lungs involving scarring
of the lung tissue and substantial reduction of the patient’s quality
of life, which is why a treatment to attenuate the inflammatory
response leading to ARDS is a promising strategy to treat the
consequences of a CoV infection [207]. Such treatments involve
cell-based treatments, treatments with intravenous immunoglob-
ulins, general immunomodulatory drugs or drugs targeting specific
pathways involved in the CRS.
Besides the use of antibodies or immunoglobulins to tar-
get and neutralize CoVs, IVIGs, isolated from healthy donors,
have also shown the potential to exert anti-inflammatory
properties in patients with severe pneumonia by suppressing
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nflammatory cells, inhibit phagocytosis and interfering with
ntibody-dependent cytotoxicity [206,208,209].

A common strategy to attenuate the inflammatory response
s the use of already known therapeutics that function as
mmunomodulators. Hereby, it can be differentiated between drugs
hat in general show immunomodulatory properties or drugs that
arget a specific cytokine that is related to CRS. Therapeutics that
how immunomodulatory properties currently evaluated comprise
halidomide [210], Methylprednisolone [209], Fingolimod [211],
uxolitinib [212], Eculizumab [213], Leukine [214], Colchicine

215], Vafidemstat [216], Melatonin [217], Nivolumab [218], Dex-
methasone [219] or Cyclosporine A [220,221].

Targeting specific pathways and cytokines forms another
romising, more focused, strategy to treat the inflammatory
esponses in patients. In particular, IL-6, IL-1 and TNF� have been
dentified as the key players in CRS and form the most pro-
nflammatory cytokines in the human body [57–59]. Recently it
as been also shown that IL-6 is directly involved in the need

or mechanical ventilation of patients and poor survival progno-
is [222]. Sarilumab is a mAb  functiong as a IL-6 antagonist that is
urrently evaluated in clinical trials, which binds to soluble as well
s membrane bound IL-6 receptors (sIL-6R and mIL-6R), blocking
he related receptor mediated IL-6 signaling [223,224]. Originally
pplied in rheumatoid arthritis, Sarilumab is now a promising
gent for the treatment of COVID-19 patients. Similarly, the IL-

 antagonists Tocilizumab, a therapeutic also used in rheumatoid
rthritis, and Siltuximab, originally applied in multicentric Castle-
an’s disease, are currently evaluated for their efficacy in COVID-19

225]. Besides IL-6, IL-1 is also directly related to CRS and shown
o be highly expressed in COVID-19 patients [226]. Anakinra and
anakinumab are both IL-1 antagonists, which are currently inves-
igated for their efficacy and their potential use for the treatment of
OVID-19 [227,228]. Lastly, targeting TNF�, a cytokine well-known

or its pro-inflammatory potential, is also currently evaluated in
linical trials for the treatment of COVID-19 using Adalimumab, a
NF� antagonist, which has been used to treat rheumatoid arthritis
r Morbus Crohn in the past [229].

anomedicine strategies to target immune system
Besides facilitating targeting of the infected cells in CoV to

revent the virus from spreading throughout the body, nanocarri-
rs also show promising capabilities to deliver anti-inflammatory
rugs towards immune cells to avert CRS. Different from the
anocarriers discussed before that aimed to reach the NALT
nd provoke an immune response towards presented antigens
ausing immunity, such nanocarriers are aimed to deliver anti-
nflammatory agents towards inflammatory macrophages and T
ells, which are mainly involved in CRS and block the production
f IL-6, IL-1, TNF� and other cytokines. In particular the target-

ng of macrophages has been recently in focus of countless studies,
ue to the involvement of macrophages in inflammatory diseases
uch as rheumatoid arthritis, inflammatory bowel disease, systemic
upus erythematosus, multiple sclerosis or diabetes, cardiovascular
iseases, cardiac diseases as well as cancer as summarized else-
here [230]. Similar to therapeutics aimed for the treatment of

oV- infected cells, several studies have been described in the
ast that combined currently evaluated anti-inflammatory thera-
eutics with nanocarriers to enhance their stability and resistance
o degradation, prolong drug exposure or allow targeted delivery
f these therapeutics. For instance, Tocilizumab, an IL-6 antago-
ist, was combined with hyaluronate-gold NPs for the treatment

f rheumatoid arthritis [231], dexamethasone acetate was  loaded

nto SLNs for the delivery to the lung [232], or colchicine-loaded
ipid bilayer-coated mesoporous NPs for the treatment of cancer
233].
 / Nano Today 35 (2020) 100961 15

Although different strategies to target macrophages have
been emerged over the last years, directed targeting of pro-
inflammatory macrophages remains challenging and studies that
target macrophages with context of the CRS are rare [230].
Nonetheless, a few approaches have demonstrated the use of
nanocarriers designed to target pro-inflammatory immune cells.
A promising target for specific delivery towards macrophages is
the presence of mannose receptor (also known as CD206) on
the surface of such macrophages. For instance, NPs were gener-
ated comprised of mannosylated bioreducible cationic polymers
facilitating the presence of mannose receptor for cellular uptake
[234]. These nanocarriers were designed to deliver siRNA against
TNF� expression in macrophages, which eventually reduced the
pro-inflammatory response in inflammatory bowel disease. How-
ever, mannose receptor is not only expressed on pro-inflammatory
macrophages, and in fact, displays overexpression in anti- inflam-
matory macrophages as well. This highlights a challenge in the
specific targeted delivery of therapeutics towards macrophages
– macrophage specific markers might be shared by both, pro-
and anti-inflammatory markers, making the design of specifi-
cally targeted nanocarriers particularly challenging [230]. Different
potential surface markers for the targeting of inflammatory
macrophages and averting CRS are CD80 or CD86, also being
reported as surface markers for inflammatory macrophages [235].

In general, nanocarriers that are aimed for the delivery of anti-
inflammatory therapeutics for preventing CRS face similar barriers
as NPb-Vs and other lung-aimed nanocarriers described in detail
before including the mucus layer of top of the pulmonary lining
as well as the need to cross the pulmonary barrier to reach the
capillaries and eventually inhibit the secretion of pro-inflammatory
cytokines from macrophages and T cells.

Nanomedicines to understand CoV’s mechanisms

Remarkable for all the efforts of finding an efficient treatment
or vaccine against the novel SARS-CoV-2 or the related disease
COVID-19 is the fact that most drugs currently in clinical trials are
repurposed from other disease targets including other viral infec-
tions, such Ebola or HIV, but also cancer or rheumatoid arthritis.
With the increasing number of cases and related deaths, a fast treat-
ment was  crucial and therapeutics already effective against known
pathways or already evaluated for safety in clinical trials are the
most rapid strategy to find a treatment against SARS-CoV-2 infec-
tions. Nonetheless, SARS- CoV and MERS-CoV have been known for
nearly 20 years, and so far, no efficient treatment against these dis-
eases is available and remarkable for the current outbreak and the
related clinical trials is that no drug is currently evaluated that is
directly aimed to treat SARS or MERS. As SARS-CoV and MERS-CoV
only had limited case numbers, which led to the outbreaks being
controlled comparably fast, funding for finding a vaccine or treat-
ment against these viruses was  limited and efforts to find a vaccine
were shelved after governmental funding was stopped [236,237].
Nonetheless, the fact that after nearly 2 decades no efficient treat-
ment is available, also demonstrates that it is also crucial to further
investigate and understand the virus, and the related processes
involving cellular uptake and replication, to design an efficient
treatment directly targeted to SARS-CoV-2, and potentially other
CoVs. Recently, a wide range study analyzing protein interactions
involved in host cell-virus responses has identified 332 possible
protein-protein interactions of which 66 demonstrated a drugable
profile [238]. These interactions can be targeted by 69 known drugs

which are either already FDA-approved for different diseases or in
clinical trials. In particular, therapeutics targeting mRNA transla-
tion and predicted regulators of the Sigma1 and Sigma2 receptors
demonstrated promising profiles for the treatment of SARS-CoV-2
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nfections. The detailed analysis of the protein interactions of SARS-
oV-2 and host cells is crucial steps towards a more specialized and
irected treatment of SARS-CoV-2 and highlights promising candi-
ates that might find their application in the treatment of these
iral infections soon.

As aforementioned, several different nanocarriers can be used
s NPb-Vs or drug delivery systems, whereas viral proteins, VLPs
nd liposomes are exclusively able to mimic  the infection pat-
ern and mechanics similar to actual viruses such as CoVs. These
anocarriers have been demonstrated for the use in the vaccine
r therapeutic delivery towards CoV-infected cells presenting tun-
ble characteristics and properties such as size, surface charge and
urface modifications. However, compared to liposomes, viral pro-
eins and VLPs on the one hand display more limitations regarding
heir composition and architecture due to the pre-defined pro-
eins from the viral source. Liposomes, on the other hand, can
e generated using a variety of lipids where the exact composi-
ion allowed for the specific tuning of liposome characteristics and
ehavior as well as the encapsulation of various agents ranging
rom RNA/ DNA towards therapeutics and others [239,240]. Fur-
hermore, liposomes can easily be modified by surface conjugation
f peptide sequences such as PEG or targeting ligands to allow

mmune escape, mucus penetration or drug delivery to specific
arget cells [239,240].

The characteristics of liposomes also facilitate a unique use of
hese systems in investigating viral infections. Liposomes can be
esigned to mimic  the viral composition, eventually rendering their
haracteristics and behavior (Fig. 8) [19,241,242]. The use of lipo-
omes as model virus in CoV is an interesting approach in particular
ue to higher safety in handling compared to live viruses allowing

aboratories that do not own facilities to handle SARS-CoV, MERS-
oV or SARS- CoV-2 to investigate potential treatment in a realistic

ashion as well as due to the high tunability of the model properties
nd characteristics. In general, a liposome mimicking a CoV com-
rises of (i) a liposomal bilayer that mimics the viral envelope, (ii)
eptides or purified protein conjugated onto the liposome surface
imicking the viral S protein and (iii) an encapsulated agent such

s a drug or gene mimicking the viral genome.
Such virus mimics have been generated in the past to investi-

ate the process of binding and fusion of the viral envelopes with
he endosomal membranes as well as potential pH triggered release

echanisms [241]. Furthermore, the conjugation of viral antigens
hen egg lysozyme) onto the liposome and encapsulation of nucleic
cids, mimicking the viral genome, was used to study the specific
esponse of B cells towards these antigens, demonstrating the use of
uch systems to investigate underlying mechanisms in a controlled
ashion [242]. Such systems can be similarly used to investigate the
ehavior of CoVs in a realistic and well-controlled environment. In
articular the combination of such systems with purified or syn-
hetic CoV S proteins would allow for the detailed investigation of
he cellular entry of these viruses and the exact mechanism of how
he virus is able to fuse with endosomal membrane. Furthermore,
n vivo studies involving such CoV models could help in understand-
ng the mechanism of viral spread throughout the body as well as
elp in identifying potential secondary target sites which so far
ave not been found or taken into consideration. By, for example,
sing a fluorescent cargo within the liposomal CoV model, novel
econdary target can easily be identified in vivo. Moreover, the sim-
le modification of the CoV model composition might also facilitate
he research of a universal corona vaccine by, for instance, alter-
ng sites within a synthetic S protein to mimic  a random mutation

ithin. In such way a potential vaccine could be investigated in

ore detail for its potential use in future CoV outbreaks.

In summary, mimicking CoVs with liposomal formulations
orms a promising strategy to further investigate underlying bio-
ogical mechanisms as well as to evaluate current and future
 / Nano Today 35 (2020) 100961

treatments and vaccine for CoVs in a realistic biologically relevant
environment. Using such CoV models in vivo could help to identify
secondary CoV target sites and due to the safety of working with
a CoV model instead of the actual virus enables research groups
with limited virus-related facilities to research the virus in greater
detail, allowing for the application of multidisciplinary strategies
for understanding and treating SARS-CoV, MERS-CoV or SARS-CoV-
2.

Conclusions and future outlook

The rapid spread and high incidence of the novel SARS-CoV-
2 has sparked unprecedented joint scientific efforts to develop
novel vaccines or therapeutic agents for the prevention of SARS-
CoV-2 infections or treatment of COVID-19, respectively. However,
several challenges and hurdles remain in the development of an
effective treatment against SARS-CoV-2 as well as in the prevention
of potential future outbreaks of novel CoVs.

Recently, the development of an effective vaccine has been in
particular focus of different studies and several companies cur-
rently work and evaluate different types of vaccines, some in
combination with nanocarriers, for the treatment of SARS-CoV-2.
One of the critical hurdles in the development of such a vaccine
is the time that is necessary to fulfil all criteria that allows for the
approval of these vaccines for treating patients. Although the first
vaccine candidates were already designed a few weeks after the
composition and genetic sequence of SARS-CoV-2 was  known, it
might take several months up to more than a year before a poten-
tial candidates can reach the market. Although the development
and approval time, which can usually take several years, is drasti-
cally reduced in the current situation due to the desperate need of
an effective treatment or prevention of SARS-CoV-2 infections, this
time period will lead to recurrent virus outbreaks and hotspots and
eventually increase the number of patient deaths. One of the major
hurdles in the development is also the lack of suitable in vitro and
in vivo models that precisely predict the immunization capabilities
of novel vaccine candidates. In particular, a solid in vivo model that
presents clinically relevant characteristics of CoV infection could
limit the time necessary to develop and evaluate vaccine candi-
dates for their efficacy in safety. Recently, a mouse model using
BALB/c mice showed similar clinical features found in COVID-19
patients after infection with an isolated SARS-CoV-2 [243]. This
model was  also evaluated for the protective efficacy of a recom-
binant RBD virus demonstrating the potential of such a clinically
relevant in vivo model in the development and evaluation of vaccine
candidates before entering clinical phases.

A different challenge in vaccine development is the prevention
of potential future outbreak of CoVs. Despite the tremendous effort
to develop a vaccine against SARS-CoV-2, it is rather certain that
there will be another outbreak of a different type of CoV in the
future. As shown in Table 1, the S protein of CoVs is currently
in major focus for its use as antigen, however, other structural
proteins of viruses might have the potential to be used an anti-
gen as well and might provide a more solid vaccine compared to
the S protein. One of the major antigens of influenza vaccines is
the hemagglutinin protein, presenting the major surface protein
of this virus, similar to the S protein in CoV [244,245]. However,
the hemagglutinin protein is often target for mutation resulting
in a constant need for an updated vaccine based on this protein
as antigen. An often discussed solution for the mutation of this
protein is the use of a so-called universal influenza vaccine that

tries to present an antigen that does not undergo frequent muta-
tion and does not need to be updated on regular basis such as
current influenza vaccines. For instance, the M proteins and N pro-
teins of influenza have been evaluated for immunization in the
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ig. 8. Design of a virus model using nanoparticles. Strategy to mimic  a virus for t
isplaying the use of targeting ligands or synthetic proteins to mimic  the S protein 

rug  to mimic  the encapsulated viral genome.

ast demonstrating their potential as antigen used in an universal
nfluenza vaccine [246]. Similarly the S protein of CoVs, in partic-
lar SARS- CoV, MERS-CoV and SARS-CoV-2, displays significant
ifferences leading to the different characteristics and behaviors of
hese viruses. Also the recent evidence of a specific mutation of the

 protein in SARS-CoV-2 compared to SARS-CoV underlines the ten-
ency of mutation within this protein. A universal corona vaccine
ould be a promising strategy, presenting antigens such as the M
rotein, onto the surface of a nanocarrier or a gene or direct cargo
ithin a nanocarrier. In such way future outbreaks of CoV could be

revented in a more efficient manner while providing a delivery
ystem in form of a nanocarrier that can enable stable delivery via
he intranasal or intravenous route.

A different hurdle in the development of an effective treatment
or CoV infections is a lack of understanding of the exact biological

echanism of the infection as well as the related clinical features.
lthough the primary site of infection has been clearly identified,

he understanding of potential secondary sites is still limited. As
 result the long-term effects of CoV infections are hard to pre-
ict. The repurposing of known drug candidates has presented a
ighly promising and rapid solution to fulfil the urgent need of a
reatment for COVID-19. In particular the use of already approved
rug candidates that were originally designed for a different virus
ere rapidly evaluated for their potential to treat COVID-19 as well.
lthough such drugs might increase the overall disease progres-
ion and survival of patients in the first place, it is unclear whether
uch therapeutics prevent long-term damage of secondary targets
hich are yet unknown. Targeted delivery of different components

o infected cells using nanocarriers, either by prolonging the circu-
ation time of therapeutics increasing the chance to reach potential
econdary site or by active targeting of for instance the ACE2/DPP4
eceptors, presents a promising strategy to render treatments more
pecific. Despite the current efforts of rapidly finding a treatment
hat increases the survival of current patients, further research
s needed into CoV-specific treatment strategies for future out-
reaks, in particular as the development of a vaccine might take

ultiple months. The use nanocarriers can form a crucial aspect

ereby to increase the specificity of drug candidates, reducing their
ide-effects and prolonging the circulation time. In particular a pro-
estigation of biological processes and virus behavior using nanomedicine strategies
ronavirus, a lipid bilayer to mimic the viral envelope and synthetic RNA/ DNA or a

longed circulation time makes such nanocarrier-based therapeutics
also interesting for the use as prophylactic treatment. Especially
healthcare workers or other people that are highly exposed to CoVs
on daily basis could benefit from a prolonged prophylactic treat-
ment to eventual form a basic line of resistance.

In general, nanomedicine offers an attractive approach to
further investigate the virus’ behavior and identify potential
secondary targets sites, which are yet unknown. Virus mimics,
as previously described, can mimic  the virus’ behavior using
nanocarrier-based replicates and study their kinetics and spread
through the body. For instance, fluorescently or paramagnetic NPs
that display CoV-like kinetics and target binding can be used to
study the spread of the virus throughout the body without even-
tually using the actual virus. This also makes CoV research more
available to groups that are not directly focused on the research
with viruses or do not have the facilities to work with such bio-
logical compounds. In such way understanding the virial behavior
can become a multidisciplinary research combining different fields
such as immunology, biomaterials, biophysics and others. Such
interdisciplinary approaches are needed to eventually find a suc-
cessful long-term treatment for CoV infections as well as form a
strong basis to prevent or handle future CoV outbreaks.

In summary, the urgent efforts made by the scientific and health
community, pharmaceutical industries and governing bodies to
develop a vaccine against SARS-CoV-2 and find a treatment for
COVID-19 demonstrate this infection as an unseen threat to the
human race. New insights into the infection pattern, secondary
target sites and efficiency of treatments are identified and pub-
lished on daily basis. Data on SARS-CoV-2 is growing and evolving
rapidly and certain descriptions and conclusions in this review
might change due to new and more detailed insights into the
viral characteristics and properties. Certain ideas and hypothetical
descriptions in this review might need to be adapted based on new
findings and potential long-term effects of a SARS-CoV-2 infection
are yet to be found and explored. Furthermore, nanomedicine-
based strategies that already displayed promising application in

SARS-CoV and MERS-CoV, might also find application in SARS-CoV-
2 and present treatment options that are currently not evaluated.
The constant progress and new insights into the mechanism and
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elated disease patterns of SARS-CoV-2 infections will facilitate the
ast development of novel therapeutics, where nanomedicine can
rovide several promising platforms to render treatments more
fficient.

RediT authorship contribution statement

Marcel Alexander Heinrich: Conceptualization, Visualization,
riting - original draft. Byron Martina: Writing - review & edit-

ng. Jai Prakash: Conceptualization, Supervision, Writing - review
 editing.

eclaration of Competing Interest

The authors report no declarations of interest.

eferences

[1] E. de Wit, N. van Doremalen, D. Falzarano, V.J. Munster, Nat. Rev. Microbiol.
14  (2016) 523–534.

[2] J. Cui, F. Li, Z.L. Shi, Nat. Rev. Microbiol. 17 (2019) 181–192.
[3] L.E. Gralinski, V.D. Menachery, Viruses 12 (2020) e135.
[4] H.M. Ashour, W.F. Elkhatib, M.  Rahman, H.A. Elshabrawy, Pathogens 9

(2020).
[5] Summary of Probable SARS Cases With Onset of Illness From 1 November

2002 to 31 July 2003, World Health Organization, 2003 (accessed 14 June
2020) https://www.who.int/csr/sars/country/table2004 04 21/en/.

[6]  Middle East Respiratory Syndrome Coronavirus (MERS-CoV), World Health
Organization, 2019 (accessed 14 June 2020) https://www.who.int/
emergencies/mers-cov/en/.

[7] COVID-19 - Situation Update Worldwide, European Centra for Disease
Prevention and Control 2020. https://www.ecdc.europa.eu/en/
geographical-distribution-2019-ncov-cases (accessed 1 September 2020).

[8]  Clinical Trials for covid-19, EU Clinical Trials Register 2020. https://www.
clinicaltrialsregister.eu/ (accessed 1 September 2020).

[9] Y.F. Tu, C.S. Chien, A.A. Yarmishyn, Y.Y. Lin, Y.H. Luo, Y.T. Lin, W.Y. Lai, D.M.
Yang, S.J. Chou, Y.P. Yang, M.L. Wang, S.H. Chiou, Int. J. Mol. Sci. 21 (2020)
2657.

[10] C. Jun, D. Liu, L. Liu, P. Liu, Q. Xu, L. Xia, Y. Ling, D. Huang, S. Song, D. Zhang, Z.
Qian, T. Li, Y. Shen, H. Lu, J. Zheijiang Univ. 49 (2020).

[11] J. Grein, N. Ohmagari, D. Shin, G. Diaz, E. Asperges, A. Castagna, T. Feldt, G.
Green, M.L. Green, F.X. Lescure, E. Nicastri, R. Oda, K. Yo, E. Quiros- Roldan, A.
Studemeister, J. Redinski, S. Ahmed, J. Bernett, D. Chelliah, D. Chen, S.
Chihara, S.H. Cohen, J. Cunningham, A. D’Arminio Monforte, S. Ismail, H.
Kato, G. Lapadula, E. L’Her, T. Maeno, S. Majumder, M.  Massari, M.
Mora-Rillo, Y. Mutoh, D. Nguyen, E. Verweij, A. Zoufaly, A.O. Osinusi, A.
DeZure, Y. Zhao, L. Zhong, A. Chokkalingam, E. Elboudwarej, L. Telep, L.
Timbs, I. Henne, S. Sellers, H. Cao, S.K. Tan, L. Winterbourne, P. Desai, R.
Mera, A. Gaggar, R.P. Myers, D.M. Brainard, R. Childs, T. Flanigan, N. Engl. J.
Med. (2020), http://dx.doi.org/10.1056/NEJMoa2007016.

[12] R. Pati, M. Shevtsov, A. Sonawane, Front. Immunol. 9 (2018).
[13] S. Chattopadhyay, J.Y. Chen, H.W. Chen, C.J. Hu, Nanotheranostics 1 (2017)

244–260.
[14] J. Cai, H. Wang, D. Wang, Y. Li, Adv. Biosyst. 3 (2019).
[15] J.D. Martin, H. Cabral, T. Stylianopoulos, R.K. Jain, Nat. Rev. Clin. Oncol. 17

(2020) 251–266.
[16] X. Montané, A. Bajek, K. Roszkowski, J.M. Montornés, M.  Giamberini, S.

Roszkowski, O. Kowalczyk, R. Garcia-Valls, B. Tylkowski, Molecules 25
(2020).

[17] S. Su, P.M. Kang, Nanomaterials (Basel) 10 (2020).
[18] J. Shi, P.W. Kantoff, R. Wooster, O.C. Farokhzad, Nat. Rev. Cancer 17 (2017)

20–37.
[19] G. Bilek, N.M. Matscheko, A. Pickl-Herk, V.U. Weiss, X. Subirats, E. Kenndler,

D.  Blaas, J. Virol. 85 (2011) 8368–8375.
[20] S. Nir, N. Düzgünes, M.C. de Lima, D. Hoekstra, Cell Biophys. 17 (1990)

181–201.
[21] F. Martin, R. MacDonald, Nature 252 (1974) 161–163.
[22] M.  Somiya, Q. Liu, S. Kuroda, Nanotheranostics 1 (2017) 415–429.
[23] C. Coutelle, R. Williamson, J. Aerosol Med. 9 (1996) 79–88.
[24] B. Shanmugaraj, K. Siriwattananon, K. Wangkanont, W.  Phoolcharoen, Asian

Pac. J. Allergy Immunol. 38 (2020) 10–18.
[25] A.A. Rabaan, S.H. Al-Ahmed, S. Haque, R. Sah, R. Tiwari, Y.S. Malik, K. Dhama,

M.I. Yatoo, D.K. Bonilla-Aldana, A.J. Rodriguez-Morales, Infez. Med. 28
(2020) 174–184.

[26] K. Raj, Rohit, A. Ghosh, S. Singh, Virusdisease (2020) 1–9, http://dx.doi.org/

10.1007/S13337-020-00580-4.

[27] B. Coutard, C. Valle, X. de Lamballerie, B. Canard, N.G. Seidah, E. Decroly,
Antiviral Res. 176 (2020).

[28] Z. Song, Y. Xu, L. Bao, L. Zhang, P. Yu, Y. Qu, H. Zhu, W.  Zhao, Y. Han, C. Qin,
Viruses 11 (2019).
 / Nano Today 35 (2020) 100961

[29] J.K. Millet, G.R. Whittaker, Proc. Natl. Acad. Sci. U.S.A. 111 (2014)
15214–15219.

[30] D.N. Valencia, Cureus 12 (2020) e7386.
[31] T. Peng, Virol. Sin. 25 (2010) 281–293.
[32] Y.Y. Cong, University of Groningen Groningen, 2019.
[33] M.  Letko, A. Marzi, V. Munster, Nat. Microbiol. 5 (2020) 562–569.
[34] H.P. Jia, D.W. Look, L. Shi, M.  Hickey, L. Pewe, J. Netland, M.  Farzan, C.

Wohlford- Lenane, S. Perlman, P.B. McCray Jr., J. Virol. 79 (2005)
14614–14621.

[35] A.C. Walls, Y.J. Park, M.A. Tortorici, A. Wall, A.T. McGuire, D. Veesler, Cell 181
(2020) 281–292.

[36] D. Wrapp, N. Wang, K.S. Corbett, J.A. Goldsmith, C.L. Hsieh, O. Abiona, B.S.
Graham, J.S. McLellan, Science 367 (2020) 1260–1263.

[37] L. Liu, Q. Wei, X. Alvarez, H. Wang, Y. Du, H. Zhu, H.  Jiang, J. Zhou, P. Lam, L.
Zhang, A. Lackner, C. Qin, Z. Chen, J. Virol. 85 (2011) 4025–4030.

[38] K. Kuba, Y. Imai, S. Rao, H. Gao, F. Guo, B. Guan, Y. Huan, P. Yang, Y. Zhang, W.
Deng, L. Bao, B. Zhang, G. Liu, Z. Wang, M.  Chappell, Y. Liu, D. Zheng, A.
Leibbrandt, T. Wada, A.S. Slutsky, D. Liu, C. Qin, C. Jiang, J.M. Penninger, Nat.
Med. 11 (2005) 875–879.

[39] Y. Guo, C. Korteweg, M.A. McNutt, J. Gu, Virus Res. 133 (2008) 4–12.
[40] J. Gu, C. Korteweg, Am.  J. Pathol. 170 (2007) 1136–1147.
[41] W.  Widagdo, V.S. Raj, D. Schipper, K. Kolijn, G.J.L.H. van Leenders, B.J. Bosch,

A. Bensaid, J. Segalés, W.  Baumgärtner, A.D.M.E. Osterhaus, M.P. Koopmans,
J.M.A. van den Brand, B.L. Haagmans, J. Virol. 90 (2016) 4838–4842.

[42] M.  Saad, A.S. Omrani, K. Baig, A. Bahloul, F. Elzein, M.A. Matin, M.A. Selim, M.
Al Mutairi, D. Al Nakhli, A.Y. Al Aidaroos, N. Al Sherbeeni, H.I. Al- Khashan,
Z.A. Memish, A.M. Albarrak, Int. J. Infect. Dis. 26 (2014) 301–306.

[43] K.H. Chu, W.K. Tsang, C.S. Tang, M.F. Lam, F.M. Lai, K.F. To, K.S. Fung, H.L.
Tang, W.W.  Yan, H.W. Chan, T.S. Lai, K.L. Tong, K.N. Lai, Kidney Int. 67 (2005)
698–705.

[44] H. Chu, J. Zhou, B.H. Wong, C. Li, Z.S. Cheng, X. Lin, V.K. Poon, T. Sun, C.C. Lau,
J.F. Chan, K.K. To, K.H. Chan, L. Lu, B.J. Zheng, K.Y. Yuen, Virology 454-455
(2014) 197–205.

[45] J. Zhou, H. Chu, C. Li, B.H. Wong, Z.S. Cheng, V.K. Poon, T. Sun, C.C. Lau, K.K.
Wong, J.Y. Chan, J.F. Chan, K.K. To, K.H. Chan, B.J. Zheng, K.Y. Yuen, J. Infect.
Dis. 209 (2014) 1331–1342.

[46] H. Chu, J. Zhou, B.H. Wong, C. Li, J.F. Chan, Z.S. Cheng, D. Yang, D. Wang, A.C.
Lee, C. Li, M.L. Yeung, J.P. Cai, I.H. Chan, W.K. Ho, K.K. To, B.J. Zheng, Y. Yao, C.
Qin, K.Y. Yuen, J. Infect. Dis. 213 (2016) 904–914.

[47] H.L. Ploegh, Science 280 (1998) 248–253.
[48] E. Kindler, V. Thiel, Curr. Opin. Microbiol. 20 (2014) 69–75.
[49] G. Li, Y. Fan, Y. Lai, T. Han, Z. Li, P. Zhou, P. Pan, W.  Wang, D. Hu, X. Liu, Q.

Zhang, J. Wu,  J. Med. Virol. 92 (2020) 424–432.
[50] C. Huang, Y. Wang, X. Li, L. Ren, J. Zhao, Y. Hu, L. Zhang, G. Fan, J. Xu, X. Gu, Z.

Cheng, T. Yu, J. Xia, Y. Wei, W.  Wu,  X. Xie, W.  Yin, H. Li, M. Liu, Y. Xiao, H.
Gao, L. Guo, J. Xie, G. Wang, R. Jiang, Z. Gao, Q. Jin, J. Wang, B. Cao, Lancet 395
(2020) 497–506.

[51] A.M. Zaki, S. van Boheemen, T.M. Bestebroer, A.D. Osterhaus, R.A. Fouchier,
N.  Engl. J. Med. 367 (2012) 1814–1820.

[52] N. Zhu, D. Zhang, W.  Wang, X. Li, B. Yang, J. Song, X. Zhao, B. Huang, W.  Shi,
R. Lu, P. Niu, F. Zhan, X. Ma,  D. Wang, W.  Xu, G. Wu,  G.F. Gao, W.  Tan, N. Engl.
J.  Med. 382 (2020) 727–733.

[53] J. Hindson, Nat. Rev. Gastroenterol. Hepatol. 17 (2020).
[54] M.M. Lamers, J. Beumer, J. van der Vaart, K. Knoops, J. Puschhof, T.I.

Breugem, R.B.G. Ravelli, J. Paul van Schayck, A.Z. Mykytyn, H.Q. Duimel, E.
van Donselaar, S. Riesebosch, H.J.H. Kuijpers, D. Schippers, W.J. van de
Wetering, M.  de Graaf, M.  Koopmans, E. Cuppen, P.J. Peters, B.L. Haagmans,
H.  Clevers, Science (2020), http://dx.doi.org/10.1126/science.abc1669.

[55] Y.C. Li, W.Z. Bai, T. Hashikawa, J. Med. Virol. (2020), http://dx.doi.org/10.
1002/jmv.25728.

[56] A.M. Baig, A. Khaleeq, U. Ali, H. Syeda, ACS Chem. Neurosci. 11 (2020)
995–998.

[57] B.J.B. Moore, C.H. June, Science 368 (2020) 473–474.
[58] T. Hirano, M.  Murakami, Immunity 52 (2020) 731–733.
[59] A. Shimabukuro-Vornhagen, P. Gödel, M.  Subklewe, H.J. Stemmler, H.A.

Schlößer, M.  Schlaak, M.  Kochanek, B. Böll, M.S. von Bergwelt-Baildon, J.
Immunother. Cancer 6 (2018) 56.

[60] M.R. Mehra, S.S. Desai, F. Ruschitzka, A.N. Patel, Lancet (2020), http://dx.doi.
org/10.1016/S0140-6736(20)31180-6.

[61] E. Joyce, A. Fabre, N. Mahon, Eur. Heart. J Acuta Cardiovasc. Care. 2 (2013)
77–83.

[62] H. Zhao, J. Wald, M. Palmer, Y. Han, J. Thorac. Dis. 10 (2018) 70–73.
[63] R. Itani, M.  Tobaiqy, A. Al Faraj, Theranostics 10 (2020) 5932–5942.
[64] A. Matsiko, Nat. Rev. Mat. 2 (2017).
[65] H.M. Mansour, Y.S. Rhee, X. Wu,  Int. J. Nanomedicine 4 (2009) 299–319.
[66] S. Al-Halifa, L. Gauthier, D. Arpin, S. Bourgault, D. Archambault, Front.

Immunol. 10 (2019).
[67] K.M. Yatim, F.G. Lakkis, Clin. J. Am.  Soc. Nephrol. 10 (2015) 1274–1281.
[68] J. Oh, J.S. Shin, Immunol. Rev. 266 (2015) 134–144.
[69] C.T. Tseng, E. Sbrana, N. Iwata-Yoshikawa, P.C. Newman, T. Garron, R.L.

Atmar, C.J. Peters, R.B. Couch,PLoS One 7 (2012), e35421.

[70] L. Du, Y. He, Y. Zhou, S. Liu, B.J. Zheng, S. Jiang, Nat. Rev. Microbiol. 7 (2009)

223–236.
[71] J. Craven, COVID-19 Vaccine Tracker, 2020 https://www.raps.org/news-and-

articles/news-articles/2020/3/covid-19- vaccine-tracker.

http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0005
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0010
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0015
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0015
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0015
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0015
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0015
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0015
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0015
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0015
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0020
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/csr/sars/country/table2004_04_21/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.who.int/emergencies/mers-cov/en/
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.ecdc.europa.eu/en/geographical-distribution-2019-ncov-cases
https://www.clinicaltrialsregister.eu/
https://www.clinicaltrialsregister.eu/
https://www.clinicaltrialsregister.eu/
https://www.clinicaltrialsregister.eu/
https://www.clinicaltrialsregister.eu/
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0045
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0050
dx.doi.org/10.1056/NEJMoa2007016
dx.doi.org/10.1056/NEJMoa2007016
dx.doi.org/10.1056/NEJMoa2007016
dx.doi.org/10.1056/NEJMoa2007016
dx.doi.org/10.1056/NEJMoa2007016
dx.doi.org/10.1056/NEJMoa2007016
dx.doi.org/10.1056/NEJMoa2007016
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0060
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0065
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0070
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0075
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0080
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0085
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0085
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0085
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0085
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0085
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0085
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0085
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0085
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0090
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0095
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0100
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0105
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0110
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0115
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0120
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0125
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
dx.doi.org/10.1007/S13337-020-00580-4
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0135
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0140
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0145
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0150
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0150
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0150
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0150
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0150
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0150
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0155
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0160
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0160
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0160
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0160
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0160
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0160
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0160
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0165
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0170
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0175
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0180
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0185
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0190
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0195
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0200
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0205
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0210
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0215
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0220
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0225
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0230
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0235
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0235
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0235
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0235
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0235
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0235
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0235
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0235
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0240
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0245
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0250
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0255
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0260
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0265
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0265
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0265
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0265
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0265
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0265
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0265
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0265
dx.doi.org/10.1126/science.abc1669
dx.doi.org/10.1126/science.abc1669
dx.doi.org/10.1126/science.abc1669
dx.doi.org/10.1126/science.abc1669
dx.doi.org/10.1126/science.abc1669
dx.doi.org/10.1126/science.abc1669
dx.doi.org/10.1126/science.abc1669
dx.doi.org/10.1126/science.abc1669
dx.doi.org/10.1002/jmv.25728
dx.doi.org/10.1002/jmv.25728
dx.doi.org/10.1002/jmv.25728
dx.doi.org/10.1002/jmv.25728
dx.doi.org/10.1002/jmv.25728
dx.doi.org/10.1002/jmv.25728
dx.doi.org/10.1002/jmv.25728
dx.doi.org/10.1002/jmv.25728
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0280
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0285
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0290
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0295
dx.doi.org/10.1016/S0140-6736(20)31180-6
dx.doi.org/10.1016/S0140-6736(20)31180-6
dx.doi.org/10.1016/S0140-6736(20)31180-6
dx.doi.org/10.1016/S0140-6736(20)31180-6
dx.doi.org/10.1016/S0140-6736(20)31180-6
dx.doi.org/10.1016/S0140-6736(20)31180-6
dx.doi.org/10.1016/S0140-6736(20)31180-6
dx.doi.org/10.1016/S0140-6736(20)31180-6
dx.doi.org/10.1016/S0140-6736(20)31180-6
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0305
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0310
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0315
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0320
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0320
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0320
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0320
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0320
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0320
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0320
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0325
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0330
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0335
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0340
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0345
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0350
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker
https://www.raps.org/news-and-articles/news-articles/2020/3/covid-19- vaccine-tracker


rakash

[

[

[

[

[

[

[

[
[
[
[
[
[

[
[

[

M.A. Heinrich, B. Martina and J. P

[72] H.Y. Xue, P. Guo, W.C. Wen, H.L. Wong, Curr. Pharm. Des. 21 (2015)
3140–3147.

[73] N. Pardi, M.J. Hogan, F.W. Porter, D. Weissman, Nat. Rev. Drug Discov. 17
(2018) 261–279.

[74] B.N. Fredriksen, J. Grip, Vaccine 30 (2012) 656–667.
[75] E. Marieb, S.M. Keller, Essentials of Human Anatomy & Physiology, 12th

edition, Pearson, San Francisco, 2018.
[76] W.  Sungnak, N. Huang, C. Bécavin, M.  Berg, R. Queen, M. Litvinukova, C.

Talavera-López, H. Maatz, D. Reichart, F. Sampaziotis, K.B. Worlock, M.
Yoshida, J.L. Barnes, H.L.B. Network, Nat. Med. (2020), http://dx.doi.org/10.
1038/s41591-020-0868- 6.

[77] A.W. Zuercher, S.E. Coffin, M.C. Thurnheer, P. Fundova, J.J. Cebra, J. Immunol.
168  (2002) 1796–1803.

[78] B.W. Neuman, B.D. Adair, C. Yoshioka, J.D. Quispe, G. Orca, P. Kuhn, R.A.
Milligan, M.  Yeager, M.J. Buchmeier, J. Virol. 80 (2006) 7918–7928.

[79] L. Chen, J. Wang, A. Zganiacz, Z. Xing, Infect. Immun. 72 (2004) 238–246.
[80] J.W. Mapletoft, L. Latimer, L.A. Babiuk, S. van Drunen Littel-van den Hurk,

Clin. Vaccine Immunol. 17 (2010) 23–35.
[81] S. Kharb, S. Charan, Vet. Res. Commun. 35 (2011) 457–461.
[82] G. Kanojia, R.T. Have, P.C. Soema, H. Frijlink, J.P. Amorij, G. Kersten, Hum.

Vaccin. Immunother. 13 (2017) 2364–2378.
[83] S. Ohtake, R.A. Martin, L. Yee, D. Chen, D.D. Kristensen, D.

Lechuga-Ballesteros, V. Truong-Le, Vaccine 28 (2010) 1275–1284.
[84] S. Cape, A. Chaudhari, V. Vaidya, R. Mulay, S. Agarkhedkar, C. Shermer, M.

Collins, R. Anderson, S. Agarkhedkar, P.S. Kulkarni, S. Winston, R. Sievers,
R.M. Dhere, B. Gunale, K. Powell, P.A. Rota, M.  Papania, MVDP author group,
Vaccine 32 (2014) 6791–6797.

[85] S. Cunha, M.H. Amaral, J.M.S. Lobo, A.C. Silva, Crit. Rev. Ther. Drug Carrier
Syst. 34 (2017) 257–282.

[86] M. Agrawal, S. Saraf, S. Saraf, S.G. Antimisiaris, M.B. Chougule, S.A. Shoyele,
A.  Alexander, J. Control. Release 281 (2018) 139–177.

[87] Z. Yang, Q. Zhao, Y.A. Gao, W.  Zhang,PLoS One 11 (2016), e0168037.
[88] H. Asanuma, F. Koide, Y. Suzuki, T. Nagamine, C. Aizawa, T. Kurata, S.

Tamura, Vaccine 13 (1995) 3–5.
[89] J.P. Scheerlinck, D.L. Greenwood, Drug Discov. Today 13 (2008) 882–887.
[90] X. Roux, C. Dubuquoy, G. Durand, T.L. Tran-Tolla, N. Castagné, J. Bernard, A.

Petit- Camurdan, J.F. Eléouët, S. Riffault, PLoS One 3 (2008) e1766.
[91] P.L. Hervé, C. Deloizy, D. Descamps, M.A. Rameix-Welti, J. Fix, J.S. McLellan,

J.F. Eléouët, S. Riffault, Nanomedicine 13 (2017) 411–420.
[92] P.L. Hervé, M.  Raliou, C. Bourdieu, C. Dubuquoy, A. Petit- Camurdan, N.

Bertho, J.F. Eléouët, C. Chevalier, S. Riffault, J. Virol. 88 (2014) 325–338.
[93] C.M. Coleman, Y.V. Liu, H. Mu,  J.K. Taylor, M.  Massare, D.C. Flyer, G.E. Smith,

M.B. Frieman, Vaccine 32 (2014) 3169–3174.
[94] S.Y. Jung, K.W. Kang, E.Y. Lee, D.W. Seo, H.L. Kim, H. Kim, T. Kwon, H.L. Park,

H.  Kim, S.M. Lee, J.H. Nam, Vaccine 36 (2018) 3468–3476.
[95] J.M. Reimer, K.H. Karlsson, K. Lövgren-Bengtsson, S.E. Magnusson, A.

Fuentes, L. Stertman, PLoS One 7 (2012) e4151.
[96] F.S. Quan, C. Huang, R.W. Compans, S.M. Kang, J. Virol. 81 (2007) 3514–3524.
[97] Y.T. Lee, E.J. Ko, Y. Lee, K.H. Kim, M.C. Kim, Y.N. Lee, S.M. Kang,PLoS One 13

(2018), e0190868.
[98] M. Cai, C. Wang, Y. Li, H. Gu, S. Sun, Y. Duan, C. Lai, K. Wang, X. Yang, L. Xing,

P. Zhang, Z. Wang, S. Zhang, X. Guo, S. Liu, Y. Tong, X. Wang, P. Yang, Acta
Biochim. Biophys. Sin. (Shanghai) 49 (2017) 74–82.

[99] C. Wang, X. Zheng, W.  Gai, G. Wong, H. Wang, H. Jin, N. Feng, Y. Zhao, W.
Zhang, N. Li, G. Zhao, J. Li, J. Yan, Y. Gao, G. Hu, S. Yang, X. Xia, Antiviral Res.
140 (2017) 55–61.

100] T. Kato, Y. Takami, V. Kumar Deo, E.Y. Park, J. Biotechnol. 306 (2019)
177–184.

101] Medicago Begins Phase I Clinical Trials for Its COVID-19 Vaccine Candidate,
Medicago, 2020 (accessed 3 August 2020) www.medicago.com.

102] W.  Tai, L. Roberts, A. Seryshev, J.M. Gubatan, C.S. Bland, R. Zabriskie, S.
Kulkarni, L. Soong, I. Mbawuike, B. Gilbert, F. Kheradmand, D.B. Corry,
Mucosal Immunol. 4 (2011) 197–207.

103] S. Ohno, S. Kohyama, M.  Taneichi, O. Moriya, H. Hayashi, H. Oda, M.  Mori, A.
Kobayashi, T. Akatsuka, T. Uchida, M.  Matsui, Vaccine 27 (2009) 3912–3920.

104] J. McCaskill, R. Singhania, M.  Burgess, R. Allavena, S. Wu,  A. Blumenthal, N.A.
McMillan, Mol. Ther. Nucleic Acids 2 (2013).

105] S. Ramaswamy, N. Tonnu, K. Tachikawa, P. Limphong, J.B. Vega, P.P. Karmali,
P.  Chivukula, I.M. Vermaa, Proc. Natl. Acad. Sci. U.S.A. 114 (2017) 1941–1950.

106] J.H. Erasmus, A.P. Khandhar, M.A. O’Connor, A.C. Walls, E.A. Hemann, P.
Murapa, J. Archer, S. Leventhal, J.T. Fuller, T.B. Lewis, K.E. Draves, S. Randall,
K.A.  Guerriero, M.S. Duthie, D. Carter, S.G. Reed, D.W. Hawman, H.
Feldmann, M.  Gale Jr., D. Veesler, P. Berglund, D. Heydenburg Fuller, Sci.
Transl. Med., Epub ahead of print (2020).

107] P.B. Devhare, R.B. Ray, Ann. Transl. Med. 5 (2017) 23.
108] J.R. Edgar, BMC  Biol. 14 (2016).
109] D. Ha, N. Yang, V. Nadithe, Acta Pharm. Sin. B 6 (2016) 287–296.
110] S. Kuate, J. Cinatl, H.W. Doerr, K. Überla, Virology 362 (2007) 26–37.
111] J. Blaising, S.J. Polyak, E.I. Pécheur, Antiviral Res. 107 (2014) 84–94.
112] Y. Uno, Intern. Emerg. Med. (2020) 1–2, http://dx.doi.org/10.1007/s11739-

020-02345-9.

113] J. Yin, Y. Noda, T. Yotsuyanagi, Int. J. Pharm. 314 (2006) 46–55.
114] F. Couture, A. Kwiatkowska, Y.L. Dory, R. Day, Expert Opin. Ther. Pat. 25

(2015) 379–396.
115] F.H. Neumann G, S. Watanabe, I. Lukashevich, Y. Kawaoka, J. Virol. 76 (2002)

406–410.
 / Nano Today 35 (2020) 100961 19

[116] G. Zhou, Q. Zhao, Int. J. Biol. Sci. 16 (2020) 1718–1723.
[117] J. Sui, W.  Li, A. Murakami, A. Tamin, L.J. Matthews, S.K. Wong, M.J. Moore,

A.S. Tallarico, M.  Olurinde, H. Choe, L.J. Anderson, W.J. Bellini, M.  Farzan,
W.A. Marasco, Proc. Natl. Acad. Sci. U.S.A. 101 (2004) 2536–2541.

[118] J.D. Berry, K. Hay, J.M. Rini, M. Yu, L. Wang, F.A. Plummer, C.R. Corbett, A.
Andonov, MAbs 2 (2010) 53–66.

[119] E.N. van den Brink, J. Ter Meulen, F. Cox, M.A. Jongeneelen, A. Thijsse, M.
Throsby, W.E. Marissen, P.M. Rood, A.B. Bakker, H.R. Gelderblom, B.E.
Martina, A.D. Osterhaus, W.  Preiser, H.W. Doerr, J. de Kruif, J. Goudsmit, J.
Virol. 79 (2005) 1635–1644.

[120] J. ter Meulen, E.N. van den Brink, L.L. Poon, W.E. Marissen, C.S. Leung, F. Cox,
C.Y. Cheung, A.Q. Bakker, J.A. Bogaards, E. van Deventer, W.  Preiser, H.W.
Doerr, V.T. Chow, J. de Kruif, J.S. Peiris, J. Goudsmit, PLoS Med. 3 (2006) e237.

[121] J. ter Meulen, A.B. Bakker, E.N. van den Brink, G.J. Weverling, B.E. Martina,
B.L. Haagmans, T. Kuiken, J. de Kruif, W.  Preiser, W.  Spaan, H.R. Gelderblom,
J.  Goudsmit, A.D. Osterhaus, Lancet 363 (2004) 2139–3141.

[122] T.C. Greenough, G.J. Babcock, A. Roberts, H.J. Hernandez, W.D.J. Thomas, J.A.
Coccia, R.F. Graziano, M.  Srinivasan, I. Lowy, R.W. Finberg, K. Subbarao, L.
Vogel, M. Somasundaran, K. Luzuriaga, J.L. Sullivan, D.M. Ambrosino, J.
Infect. Dis. 191 (2005) 507–514.

[123] M.M. Coughlin, B.S. Prabhakar, Rev. Med. Virol. 22 (2012) 2–17.
[124] J. Xu, W.  Jia, P. Wang, S. Zhang, X. Shi, X. Wang, L. Zhang, Emerg. Microbes

Infect. 8 (2019) 841–856.
[125] A.A. Rabaan, S.H. Alahmed, A.M. Bazzi, H.M. Alhani, J. Med. Microbiol. 66

(2017) 1261–1274.
[126] Y. Li, Y. Wan, P. Liu, J. Zhao, G. Lu, J. Qi, Q. Wang, X. Lu, Y. Wu,  W.  Liu, B.

Zhang, K.Y. Yuen, S. Perlman, G.F. Gao, J. Yan, Cell Res. 25 (2015) 1237–1249.
[127] N. van Doremalen, D. Falzarano, T. Ying, E. de Wit, T. Bushmaker, F.

Feldmann, A. Okumura, Y. Wang, D.P. Scott, P.W. Hanley, H. Feldmann, D.S.
Dimitrov, V.J. Munster, Antiviral. Res. 143 (2017) 30–37.

[128] K.V. Houser, L. Gretebeck, T. Ying, Y. Wang, L. Vogel, E.W. Lamirande, K.W.
Bock, I.N. Moore, D.S. Dimitrov, K. Subbarao, J. Infect. Dis. 213 (2016)
1557–1561.

[129] T. Ying, L. Du, T.W. Ju, P. Prabakaran, C.C. Lau, L. Lu, Q. Liu, L. Wang, Y. Feng,
Y.  Wang, B.J. Zheng, K.Y. Yuen, S. Jiang, D.S. Dimitrov, J. Virol. 88 (2014)
7796–7805.

[130] L. Wang, W.  Shi, J.D. Chappell, M.G. Joyce, Y. Zhang, M.  Kanekiyo, M.M.
Becker, N. van Doremalen, R. Fischer, N. Wang, K.S. Corbett, M.  Choe, R.D.
Mason, J.G. Van Galen, T. Zhou, K.O. Saunders, K.M. Tatti, L.M. Haynes, P.D.
Kwong, K. Modjarrad, W.P. Kong, J.S. McLellan, M.R. Denison, V.J. Munster,
J.R. Mascola, B.S. Graham, J. Virol. 92 (2018) e2002–2017.

[131] P. Niu, G. Zhao, Y. Deng, S. Sun, W.  Wang, Y. Zhou, W. Tan, Sci. China Life Sci.
61  (2018) 1280–1282.

[132] Z. Chen, L. Bao, C. Chen, T. Zou, Y. Xue, F. Li, Q. Lv, S. Gu, X. Gao, S. Cui, J.
Wang, C. Qin, Q. Jin, J. Infect. Dis. 125 (2017) 1807–1815.

[133] E. de Wit, A.L. Rasmussen, D. Falzarano, T. Bushmaker, F. Feldmann, D.L.
Brining, E.R. Fischer, C. Martellaro, A. Okumura, J. Chang, D. Scott, A.G.
Benecke, M.G. Katze, H. Feldmann, V.J. Munster, Proc. Natl. Acad. Sci. U.S.A.
110 (2013) 16598–16603.

[134] H. Zhou, Y. Chen, S. Zhang, P. Niu, K. Qin, W.  Jia, B. Huang, S. Zhang, J. Lan, L.
Zhang, W.  Tan, X. Wang, Nat. Commun. 10 (2019) 3068.

[135] C. Wang, W.  Li, D. Drabek, N.M.A. Okba, R. van Haperen, A.D.M.E. Osterhaus,
F.J.M. van Kuppeveld, B.L. Haagmans, F. Grosveld, B.J. Bosch, Nat. Commun.
11 (2020) 2251.

[136] M.C. Johnston, C.J. Scott, Drug Discov. Today Technol. 30 (2018) 63–69.
[137] V. Monteil, H. Kwon, P. Prado, A. Hagelkrüys, R.A. Wimmer, M.  Stahl, A.

Leopoldi, E. Garreta, C. Hurtado Del Pozo, F. Prosper, J.P. Romero, G.
Wirnsberger, H. Zhang, A.S. Slutsky, R. Conder, N. Montserrat, A. Mirazimi,
J.M. Penninger, Cell 181 (2020) 906–913.

[138] Y. Liu, Y. Yang, C. Zhang, F. Huang, F. Wang, J. Yuan, Z. Wang, J. Li, J. Li, C.
Feng, Z. Zhang, L. Wang, L. Peng, L. Chen, Y. Qin, D. Zhao, S. Tan, L. Yin, J. Xu,
C.  Zhou, C. Jiang, L. Liu, Sci. China Life Sci. 63 (2020) 364–374.

[139] A. Khan, C. Benthin, B. Zeno, T.E. Albertson, J. Boyd, J.D. Christie, R. Hall, G.
Poirier, J.J. Ronco, M.  Tidswell, K. Hardes, W.M.  Powley, T.J. Wright, S.K.
Siederer, D.A. Fairman, D.A. Lipson, A.I. Bayliffe, A.L. Lazaar, Crit. Care 21
(2017) 234.

[140] J.D. Maguire, M. Krisin, H, T.L. Richie, D.J. Fryauff, J.K. Baird, Clin. Infect. Dis.
42  (2006) 1067–1072.

[141] X. Yao, F. Ye, M.  Zhang, C. Cui, B. Huang, P. Niu, X. Liu, L. Zhao, E. Dong, C.
Song, S. Zhan, R. Lu, H. Li, W.  Tan, D. Liu, Clin. Infect. Dis. (2020), http://dx.
doi.org/10.1093/cid/ciaa237.

[142] P. Gautret, J.C. Lagier, P. Parola, V.T. Hoang, L. Meddeb, M. Mailhe, B. Doudier,
J.  Courjon, V. Giordanengo, V.E. Vieira, H.T. Dupont, S. Honoré, P. Colson, E.
Chabrière, B. La Scola, J.M. Rolain, P. Brouqui, D. Raoult,Int. J. Antimicrob.
Agents (2020), 105949, http://dx.doi.org/10.1016/j.ijantimicag.2020.
105949.

[143] Z. Sahraei, M.  Shabani, S. Shokouhi, A. Saffaei,Int. J. Antimicrob. Agents 55
(2020), 105945.

[144] C.A. Devaux, J.M. Rolain, P. Colson, D. Raoult,Int. J. Antimicrob. Agents 55
(2020), 105938.

[145] M.J. Vincent, E. Bergeron, S. Benjannet, B.R. Erickson, P.E. Rollin, T.G. Ksiazek,

N.G. Seidah, S.T. Nichol, Virol. J. 2 (2005).

[146] A. Savarino, J.R. Boelaert, A. Cassone, G. Majori, R. Cauda, Lancet Infect. Dis. 3
(2003) 722–727.

[147] S. Li, Cells 8 (2019) 508.

http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0360
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0365
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0370
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0375
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
dx.doi.org/10.1038/s41591-020-0868- 6
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0385
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0390
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0395
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0400
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0405
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0410
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0415
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0420
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0425
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0430
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0435
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0440
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0445
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0450
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0455
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0460
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0465
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0470
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0475
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0480
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0485
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0490
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0495
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0500
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0505
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0510
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0515
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0520
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0525
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0530
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0535
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0540
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0540
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0540
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0540
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0540
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0540
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0545
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0550
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0555
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
dx.doi.org/10.1007/s11739-020-02345-9
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0565
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0570
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0575
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0580
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0585
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0590
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0595
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0600
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0605
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0610
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0615
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0620
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0625
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0630
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0635
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0640
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0645
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0650
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0655
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0660
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0665
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0670
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0675
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0680
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0685
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0690
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0695
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0700
dx.doi.org/10.1093/cid/ciaa237
dx.doi.org/10.1093/cid/ciaa237
dx.doi.org/10.1093/cid/ciaa237
dx.doi.org/10.1093/cid/ciaa237
dx.doi.org/10.1093/cid/ciaa237
dx.doi.org/10.1093/cid/ciaa237
dx.doi.org/10.1093/cid/ciaa237
dx.doi.org/10.1093/cid/ciaa237
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
dx.doi.org/10.1016/j.ijantimicag.2020.105949
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0715
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0720
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0725
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0730
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0735
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0735
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0735
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0735
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0735
http://refhub.elsevier.com/S1748-0132(20)30130-4/sbref0735


2 rakash
0 M.A. Heinrich, B. Martina and J. P

[148] J.M. Molina, C. Delaugerre, J.L. Goff, B. Mela-Lima, D. Ponscarme, L. Goldwirt,
N.  de Castro, Med. Mal. Infect. (2020), http://dx.doi.org/10.1016/S0140-
6736(20)31180-6.

[149] N. Principi, S. Esposito, Lancet Infect. Dis. (2020), http://dx.doi.org/10.1016/
S1473-3099(20)30296- 6.

[150] J.O. Muga, J.W. Gathirwa, M.  Tukulula, W.G.Z.O. Jura, Malar. J. 17 (2018) 133.
[151] Imatinib Mesylate, The American Society of Health - System Pharmacists,

2019 (accessed 14 June 2020) https://www.drugs.com/monograph/
imatinib-mesylate.html.

[152] S. Min, Y.S. Lim, D. Shin, C. Park, J.B. Park, S. Kim, M.P. Windisch, S.B. Hwang,
Front. Microbiol. 8 (2017).

[153] M.  García, A. Cooper, W.  Shi, W.  Bornmann, R. Carrion, D. Kalman, G.J. Nabel,
Sci. Transl. Med. 4 (2012).

[154] P. Richardson, I. Griffin, C. Tucker, D. Smith, O. Oechsle, A. Phelan, J. Stebbing
395  (2020) 10223.

[155] F. Cantini, L. Niccoli, D. Matarrese, E. Nicastri, P. Stobbione, D. Goletti, J.
Infect. (2020), http://dx.doi.org/10.1016/j.jinf.2020.04.017.

[156] K.M. Wagstaff, H. Sivakumaran, S.M. Heaton, D. Harrich, D.A. Jans, Biochem.
J.  443 (2012) 851–856.

[157] L. Caly, J.D. Druce, M.G. Catton, D.A. Jans, K.M. Wagstaff, Antiviral Res. 178
(2020).

[158] Lack of Evidence to Support Use of Darunavir-based Treatments for
SARS-CoV-2, Janssen, 2020 (accessed 14 June 2020) https://www.janssen.
com/uk/sars-cov-2-treatment.

[159] D. Siegel, H.C. Hui, E. Doerffler, M.O. Clarke, K. Chun, L. Zhang, S. Neville, E.
Carra, W.  Lew, B. Ross, Q. Wang, L. Wolfe, R. Jordan, V. Soloveva, J. Knox, J.
Perry, M.  Perron, K.M. Stray, O. Barauskas, J.Y. Feng, Y. Xu, G. Lee, A.L.
Rheingold, A.S. Ray, R. Bannister, R. Strickley, S. Swaminathan, W.A. Lee, S.
Bavari, T. Cihlar, M.K. Lo, T.K. Warren, R.L. Mackman, J. Med. Chem. 60
(2017) 1648–1661.

[160] S. Mulangu, L.E. Dodd, R.T.J. Davey, O. Tshiani Mbaya, M. Proschan, D.
Mukadi, M. Lusakibanza Manzo, D. Nzolo, A. Tshomba Oloma, A. Ibanda, R.
Ali, S. Coulibaly, A.C. Levine, R. Grais, J. Diaz, H.C. Lane, J.J. Muyembe-
Tamfum, B. Sivahera, M. Camara, R. Kojan, R. Walker, B. Dighero-Kemp, H.
Cao, P. Mukumbayi, P. Mbala-Kingebeni, S. Ahuka, S. Albert, T. Bonnett, I.
Crozier, M.  Duvenhage, C. Proffitt, M.  Teitelbaum, T. Moench, J. Aboulhab, K.
Barrett, K. Cahill, K. Cone, R. Eckes, L. Hensley, B. Herpin, E. Higgs, J.
Ledgerwood, J. Pierson, M.  Smolskis, Y. Sow, J. Tierney, S. Sivapalasingam, W.
Holman, N. Gettinger, D. Vallée, J. Nordwall, N. Engl. J. Med. 381 (2019)
2293–2303.

[161] T.P. Sheahan, A.C. Sims, R.L. Graham, V.D. Menachery, L.E. Gralinski, J.B. Case,
S.R. Leist, K. Pyrc, J.Y. Feng, I. Trantcheva, R. Bannister, Y. Park, D. Babusis,
M.O. Clarke, R.L. Mackman, J.E. Spahn, C.A. Palmiotti, D. Siegel, A.S. Ray, T.
Cihlar, R. Jordan, M.R. Denison, R.S. Baric, Sci. Transl. Med. 9 (2017).

[162] NIH Clinical Trial Shows Remdesivir Accelerates Recovery from Advanced
COVID-19, NIAID Office of Communications, 2020 (accessed 14 June 2020)
https://www.niaid.nih.gov/news- events/nih-clinical-trial-shows-
remdesivir-accelerates-recovery-advanced-covid-19.

[163] Y. Furuta, T. Komeno, T. Nakamura, Proc. Jpn. Acad., Ser. B, Phys. Biol. Sci. 93
(2017) 449–463.

[164] Q. Cai, M. Yang, D. Liu, J. Chen, D. Shu, J. Xia, X. Liao, Y. Gu, Q. Cai, Y. Yang, C.
Shen, X. Li, L. Peng, D. Huang, J. Zhang, S. Zhang, F. Wang, J. Liu, L. Chen, S.
Chen, Z. Wang, Z. Zhang, R. Cao, W.  Zhong, Y. Liu, L. Liu, Engineering (Beijing)
(2020), http://dx.doi.org/10.1016/j.eng.2020.03.007.

[165] Y.X. Du, X.P. Chen, Clin. Pharmacol. Ther. (2020), http://dx.doi.org/10.1002/
cpt.1844.

[166] A.A. Elfiky, Life Sci. 253 (2020).
[167] C. Weiss, M.  Carriere, L. Fusco, I. Capua, J.A. Regla- Nava, M.  Pasquali, J.A.

Scott, F. Vitale, M.A. Unal, C. Mattevi, D. Bedognetti, A. Merkoç i, E. Tasciotti,
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