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Abstract
Background:  The  bispectral  index  parameter  is  used  to  guide  the  titration  of  general  anesthesia;
however, many  studies  have  shown  conflicting  results  regarding  the  benefits  of  bispectral  index
monitoring.  The  objective  of  this  systematic  review  with  meta-analysis  is  to  evaluate  the  clinical
impact of  monitoring  with  the  bispectral  index  parameter.
Methods:  The  search  for  evidence  in  scientific  information  sources  was  conducted  during
December 2013  to  January  2015,  the  following  primary  databases:  Medline/PubMed,  LILACS,
Cochrane,  CINAHL,  Ovid,  SCOPUS  and  TESES.  The  criteria  for  inclusion  in  the  study  were  random-
ized controlled  trials,  comparing  general  anesthesia  monitored,  with  bispectral  index  parameter
with anesthesia  guided  solely  by  clinical  parameters,  and  patients  aged  over  18  years.  The  crite-
ria for  exclusion  were  studies  involving  anesthesia  or  sedation  for  diagnostic  procedures,  and
intraoperative  wake-up  test  for  surgery  of  the  spine.
Results:  The  use  of  monitoring  with  the  bispectral  index  has  shown  benefits  reducing  time
to extubation,  orientation  in  time  and  place,  and  discharge  from  both  the  operating  room
and post  anesthetic  care  unit.  The  risk  of  nausea  and  vomiting  after  surgery  was  reduced  by

12% in  patients  monitored  with  bispectral  index.  Occurred  a  reduction  of  3%  in  the  risk  of
cognitive impairment  postoperatively  at  3  months  postoperatively  and  6%  reduction  in  the  risk

 patients  monitored  with  bispectral  index.  Furthermore,  the  risk  of
 been  reduced  by  1%.
of postoperative  delirium  in
intraoperative  memory  has
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Conclusion:  Clinically,  anesthesia  monitoring  with  the  BIS  can  be  justified  because  it  allows
advantages  from  reducing  the  recovery  time  after  waking,  mainly  by  reducing  the  administration
of general  anesthetics  as  well  as  the  risk  of  adverse  events.
© 2016  Sociedade  Brasileira  de  Anestesiologia.  Published  by  Elsevier  Editora  Ltda.  This  is  an
open access  article  under  the  CC  BY-NC-ND  license  (http://creativecommons.org/licenses/by-
nc-nd/4.0/).
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índice  bispectral

Benefício  da  anestesia  geral  com  monitoração  do  índice  bispectral  em  comparação
com  o  monitoramento  guiado  apenas  por  parâmetros  clínicos.  Revisão  sistemática  e
metanálise

Resumo
Justificativa:  O  parâmetro  índice  bispectral  (BIS)  é  usado  para  guiar  a  titulação  da  anestesia
geral; no  entanto,  muitos  estudos  têm  mostrado  resultados  conflitantes  quanto  aos  benefícios
da monitoração  do  BIS.  O  objetivo  desta  revisão  sistemática  com  meta-análise  foi  avaliar  o
impacto  clínico  da  monitoração  do  parâmetro  BIS.
Métodos:  A  busca  por  evidências  em  fontes  de  informação  científicas  foi  conduzida  de  dezembro
de 2013  a  janeiro  de  2015  nas  seguintes  bases  de  dados:  Medline/PubMed,  LILACS,  Cochrane,
CINAHL, Ovid,  SCOPUS  e  TESES.  Os  critérios  de  inclusão  foram  estudos  randomizados  e  controla-
dos, comparando  anestesia  geral  monitorada  com  o  parâmetro  BIS  com  anestesia  guiada  apenas
por parâmetros  clínicos  em  pacientes  com  idade  superior  a  18  anos.  Os  critérios  de  exclusão
foram estudos  que  envolveram  anestesia  ou  sedação  para  procedimentos  de  diagnóstico  e  teste
de despertar  no  intraoperatório  de  cirurgia  da  coluna  vertebral.
Resultados:  O  uso  de  monitoração  com  o  BIS  mostrou  benefícios  como  a  redução  do  tempo  de
extubação, orientação  no  tempo  e  no  espaço,  alta  da  sala  de  cirurgia  e  da  sala  de  recuperação
pós-anestesia.  O  risco  de  náuseas  e  vômitos  no  pós-operatório  foi  reduzido  em  12%  em  pacientes
monitorados  com  o  BIS.  Ocorreu  uma  redução  de  3%  no  risco  de  disfunção  cognitiva  em  três
meses do  pós-operatório  e  6%  no  risco  de  delírio  pós-operatório  em  pacientes  monitorados  com
o BIS.  Além  disso,  o  risco  de  despertar  com  memória  intraoperatória  foi  reduzido  em  1%.
Conclusão:  Clinicamente,  a  monitorização  com  o  BIS  pode  ser  justificada,  pois  permite  van-
tagens em  reduzir  o  tempo  de  recuperação,  principalmente  reduzindo  a  administração  de
anestésicos  gerais  e  o  risco  de  eventos  adversos.
© 2016  Sociedade  Brasileira  de  Anestesiologia.  Publicado  por  Elsevier  Editora  Ltda.  Este é  um
artigo Open  Access  sob  uma  licença  CC  BY-NC-ND  (http://creativecommons.org/licenses/by-
nc-nd/4.0/).
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Introduction

Bispectral  index  (BIS)  is  a  multiprocessor  EEG  parameter
specially  developed  to  measure  the  effects  of  anesthetics
on  the  brain  hypnotic  state,  making  it  possible  to  mea-
sure  the  depth  of  anesthesia.  The  introduction  of  the  BIS
in  clinical  practice  is  a  reliable  method  to  assess  brain
function  and  allows  the  titration  of  hypnotics  on  cortical
activity.

Due  to  anesthesia  may  occur  unpredictable  responses  at
different  times  of  surgery  with  a  great  variability  among
patients,  so  the  exact  dosage  of  anesthetic  to  be  adminis-
tered  still  remains  a  challenge.  However,  many  studies  have
shown  conflicting  results  regarding  the  advantages  of  BIS
and  if  this  monitoring  improves  recovery  times  and  hospital
discharges,  as  well  as  minimizes  adverse  events.
The  objective  of  this  systematic  review  with  meta-
analysis  was  to  clinically  evaluate  the  objective  BIS
monitoring  parameter,  compared  with  the  clinical  param-
eters  in  general  anesthesia.
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ethods

he  research  for  evidence  in  scientific  sources  of  infor-
ation  was  performed  by  two  independent  reviewers

CRDO,  WMB)  during  the  period  from  December  2013
o  January  2015,  the  following  primary  databases:  Med-
ine/PubMed,  LILACS,  Cochrane,  CINAHL,  Ovid,  SCOPUS
nd  THESES.  The  search  strategy  was  made  with  the
ollowing  words:  (Anesthesia,  General  OR  Anesthetics,
nhalation  OR  Anesthetics,  Intravenous)  AND  (Consciousness
onitors  OR  Monitoring,  Intraoperative  OR  Bispectral  index-
onitoring  technology  OR  Bispectral  index-monitoring  OR
ispectral  index  monitoring  OR  Drug  Monitoring  OR  Aware-
ess  OR  Monitoring,  Physiologic  OR  BIS  monitoring)  AND
andom*.

The  criteria  for  inclusion  in  the  study  were  Randomized

ontrolled  Trials  (RCTs)  with  level  of  evidence  1B/2B  (Oxford
entre  for  Evidence-based  Medicine)  in  English,  Spanish  or
ortuguese  languages,  comparing  venous  or  inhaled  general
nesthetics  monitored  with  BIS  parameter  with  anesthesia
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Table  1  Considered  outcomes.

Time  for  spontaneous  eye  opening
Time  for  eye  opening  upon  verbal  command
Time  to  tracheal  extubation
Time  for  orientation  in  time  and  place
Time  for  leaving  operating  room
Time  for  discharge  from  post  anesthesia  care  unit  (PACU)
Time  for  hospital  discharge
Postoperative  nausea  and  vomiting  (PONV)
Cognitive  disorders  in  the  postoperative  period
(1 week  after  extubation)
Cognitive  disorders  in  the  postoperative  period
(3 months  after  extubation)
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Postoperative  delirium
Intraoperative  memory

uided  solely  by  clinical  parameters;  patients  aged  over  18
ears.

The  criteria  for  exclusion  were  studies  involving  anesthe-
ia  and  sedation  for  diagnostic  procedures.  Studies  involving
ntraoperative  wake-up  test  for  surgery  of  the  spine  were
xcluded.  Nor  were  objects  of  study  the  clinical  trials  of
etamine  as  venous  anesthetic.

This  systematic  review  with  meta-analysis  was  recorded
n  PROSPERO  database  under  the  number  CRD42015017240.

The  outcomes  considered  are  described  in  Table  1.
The  results  of  the  meta-analysis  were  obtained  by  the

evMan  5.2  software  (Review  Manager  Computer  program.

ersion  5.2  Copenhagen:  The  Nordic  Cochrane  Centre,
ochrane  Collaboration© 2014).

Regarding  meta-analysis,  the  difference  was  calcu-
ated  in  risk  difference  for  dichotomic  variables  with

r
e
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r

Records identified through
database searching

(n=1744)

Ad

Records screened
(n=1747)

Full-text articles asses
for eligibility

(n=53)

Studies included in
qualitative synthesi

(n=17)

Studies included in
quantitative synthes

(meta-analysis)
(n=17)

Figure  1  Consolidated  flow  diagram
C.R.  Oliveira  et  al.

antel---Haenszel  (M-H)  test  with  95%  Confidence  Interval;
nd  in  mean  difference  with  fixed  effect  using  Inverse  Vari-
nce  (IV),  with  a  95%  Confidence  Interval,  for  continuous
ariables.

An  I2 of  0%  indicates  no  heterogeneity  among  studies,
alues  below  50%  indicate  a  low  heterogeneity,  and  above
0%,  high  heterogeneity.

When  the  heterogeneity  was  greater  than  50%,  a  sensitiv-
ty  analysis  was  performed,  removing  the  studies  that  were
ut  of  the  ‘‘forest  plot’’.  To  achieve  reduction  in  hetero-
eneity  remained  out  of  the  study  meta-analysis.

esults

nitially,  the  search  resulted  in  1.747  scientific  articles.  After
pplying  the  inclusion  and  exclusion  criteria  were  selected
7  RCT  (Fig.  1).

Table  2  shows  the  trials  selected  with  the  respective  lev-
ls  of  evidence,  Jadad  scale,  number  of  patients  randomized
nd  analyzed,  patient  numbers  in  the  intervention  and  con-
rol  groups  and  PICO  strategy.  A  total  of  10,761  patients  were
nalyzed,  5668  in  the  intervention  group  and  5093  in  the
ontrol  group.

Table  3  shows  the  36  full-text  articles  excluded  with  rea-
ons.

The  time  for  spontaneous  eye  opening  is  counted  from
he  end  of  the  last  suture,  when  then  inhaled  or  intravenous
nesthetic  is  discontinued.  The  monitoring  with  the  BIS,
ompared  exclusively  with  clinical  parameters,  showed  a

eduction  in  the  time  for  spontaneous  opening  0.62  min
ye  (95%  CI  −1.08,  −0.16),  with  an  I2 =  83%.  In  sensitivity
nalysis,  when  removed  the  study  Kreuer  et  al.7 was
emoved  we  have  an  I2 =  0%,  with  reduction  of  time  for

ditional records identified
through other sources

(n=3)

Records excluded
(n=1694)

sed Full-text articles excluded,
with reasons

(n=36)

 
s

 
is

 (PRISMA  Flow  Diagram,  2009).
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Table  2  Selected  randomized  clinical  trials  (RCT).
RCT EL J R/A I/C P I C O
Nelskylä et al.

(2001)1
2B 0 62/62 32/30 ASA I or II,

between 18 and 50
years,
gynecological
surgery.

BIS between 50
and 60 years

‘‘Blinded’’
monitor.
Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening,
extubation,
orientation in time
and place, hospital
discharge and
PONV.

Wong et al.
(2002)2

1B 3 68/60 29/31 >60 years, ASA
I---III, orthopedic
surgery.

BIS between 50
and 60.

‘‘Blinded’’
monitor.
Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening,
orientation in time
and place and
PACU discharge.

Luginbühl
et al.
(2003)3

2B 2 160/160 80/80 >18 years,
gynecological
surgery.

BIS between 45
and 55.

Anesthesia was
adjusted according
to clinical
parameters.

Time  to tracheal
extubation.

Ahmad et al.
(2003)4

1B 3 99/97 49/48 >18 years,
gynecological
surgery.

BIS between 50
and 60.

Anesthesia was
adjusted according
to clinical
parameters.

Time  for hospital
discharge.

Başar et al.
(2003)5

2B 0 60/60 30/30 >18 years, ASA I or
II, abdominal
surgery.

BIS  between 40
and 60.

‘‘Blinded’’
monitor.
Anesthesia was
adjusted according
to clinical
parameters.

Time  of eye
opening upon
verbal command.

Puri and
Murthy
(2003)6

2B 2 30/30 14/16 >18 years,
myocardial
revascularization
or valve
replacement with
cardiopulmonary
bypass, 18---70
years.

BIS  between 45
and 55.

‘‘Blinded’’
monitor.
Anesthesia was
adjusted according
to clinical
parameters.

Time  of eye
opening upon
verbal command
and extubation,
intraoperative
memory.

Kreuer et al.
(2003)7

2B 2 120/120 40/40 >18 years, ASA
I-III, orthopedic
surgery.

BIS 50 and in the
last 15 min of 60.

Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening and
extubation.

Myles et al.
(2004)8

1B 5 2.503/2.463 1.225/1.238 >18 years with at
least one high risk
factor to
intraoperative
awakening.

BIS between 40
and 60.

Monitor turned off.
Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening, time for
discharge from
PACU and
intraoperative
memory.

Bruhn et al.
(2005)9

2B 2 200/200 71/58 >18 years, ASA
I-III.

BIS of 50. In the
last 15 min BIS of
60.

Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening and
extubation, PONV
and intraoperative
memory.

Kreuer et al.
(2005)10

1B 4 120/120 40/40 >18 years, ASA
I-III, orthopedic
surgery.

BIS 50 and in the
last 15 min change
to 60.

Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening,
extubation and
time for leaving
operation room.

Vretzakis et al.
(2005)11

1B 3 130/121 36/44 >18 years,
myocardial
revascularization
or valve
replacement with
cardiopulmonary
bypass, ejection
fraction >45%.

BIS  under 60. Anesthesia was
adjusted according
to clinical
parameters.

Intraoperative
memory.
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Table  2  (Continued)
RCT EL J R/A I/C P I C O
Aimé et al.

(2006)12
2B 1 140/125 34/54 Age between 18

and 80 years, ASA
I-III, urologic,
orthopedic,
abdominal and
gynecological
surgery.

BIS between 40
and 60.

‘‘Blinded’’
monitor.
Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening and
traqueal
extubation.

Ibraheim et al.
(2008)13

2B 0 30/30 15/15 >18 years, morbid
obese, gastric
band surgery.

BIS between 40
and 60.

Anesthesia was
adjusted according
to clinical
parameters

Time  of eye
opening upon
verbal command,
time for
extubation and
discharge from
PACU.

Kamal et al.
(2009)14

2B 1 60/57 29/28 >18 years, ASA
I-III, abdominal
surgery

BIS between 50
and 60.

‘‘Blinded’’
monitor.
Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening,
extubation,
orientation in time
and place, leaving
operating room,
discharge from
PACU and
intraoperative
memory.

Zhang et al.
(2011)15

1B 5 5.309/5.228 2.919/2.309 >18 years, total
intravenous
anesthesia

BIS between 40
and 60.

‘‘Blinded’’
monitor.
Anesthesia was
adjusted according
to clinical
parameters.

Intraoperative
memory.

Chan et al.
(2013)16

1B 3 921/902 450/452 >60 years, elective
non-cardiac
surgery.

BIS between 40
and 60.

Anesthesia was
adjusted according
to clinical
parameters.

Time  for
spontaneous eye
opening, time for
discharge from
PACU, cognitive
dysfunction in the
postoperative
period (one week
and three months
later) and
delirium.

Radtke et al.
(2013)17

1B 3 1.277/1.155 575/580 >60 years BIS between 40
and 60.

‘‘Blinded’’
monitor.
Anesthesia was
adjusted according
to clinical
parameters.

Cognitive
dysfunction in the
postoperative
period (one week
and three months
later) and
delirium.

ASA, American Society of Anesthesiologists Physical Status; RCT, Randomized Clinical Trial; EL, Evidence Level; J, Jadad score; R/A,
patients randomized and analyzed; I/C, intervention group/control group; P, population; I, intervention; C, control or comparison; O,
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outcome.

pontaneous  eye  opening  of  0.28  min  (95%  CI  −0.75,  0.20).
owever,  the  statistically  significant  difference  was  lost

Fig.  2).
The  time  for  eye  opening  upon  verbal  command  is

ounted  from  the  end  of  last  suture,  when  the  inhaled  or
ntravenous  anesthetic  is  discontinued  and  the  patient  is
sked  to  open  his  eyes.  There  was  a  reduction  in  time  to  eye
pening  at  verbal  command  of  0.63  min  (95%  CI  −1.30,  0.05),
ith  an  I2 =  67%,  with  no  statistically  significant  difference

Fig.  3).

The  use  of  BIS  reduced  1.18  min  in  the  time  of  tra-

heal  extubation  (95%  CI  −1.65,  −0.70),  with  an  I2 =  79%.
n  sensitivity  analysis,  when  the  study  Kreuer  et  al.7

as  removed,  the  time  to  tracheal  extubation  reduced

t
2
t

.87  min  (95%  CI  −1.36,  −0.38),  with  an  I2 =  59%,  main-
aining,  therefore,  a  statistically  significant  difference
Fig.  4).

The  combination  of  three  studies1,2,14 demonstrated  that
he  time  for  orientation  in  time  and  place  reduced  3.08  min
95%  CI  −3.70,  −2.45)  with  an  I2 =  73%.  In  sensitivity  analy-
is,  when  the  study  Nelskylä  et  al.1 was  removed  we  have  a
eduction  of  3.76  min  (95%  CI  −4.55,  −2.97)  with  an  I2 =  0%,
aintaining,  therefore,  a  statistically  significant  difference

Fig.  5).

When  using  the  BIS,  the  time  for  the  patient  to  be  able

o  get  out  of  the  operating  room  and  go  to  PACU  reduced
.93  min  (95%  CI  −3.68,  −2.18),  with  an  I2 =  92%.  In  sensi-
ivity  analysis,  when  removed  the  study  Kreuer  et  al.,10 we
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Table  3  Full-text  articles  excluded  with  reasons.

Article  Reason  of  exclusion

Sebel  et  al.  (1997)18 Before  incision  tetanus  stimulation  was  applied  to  the  ulnar  nerve.  Any  presence  of
movement,  anesthesia  was  deepened.  In  the  absence  of  movement,  anesthesia  was
maintained.  After  incision  any  movement  was  considered  for  the  deepening  of  anesthesia.
The study  goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness
guided by  clinical  parameters  only).

Yli-Hankala  et  al.  (1999)19 The  data  expression  of  the  outcomes  was  made  in  medians.
Mi et  al.  (1999)20 Patients  were  monitored  with  BIS  and  outcomes  were  analyzed  due  to  different  anesthetic

regimens. The  study  goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group
(consciousness  guided  by  clinical  parameters  only).

Nakayama  et  al.  (2002)21 All  patients  were  monitored  with  BIS  and  outcomes  were  analyzed  due  to  different  anesthetic
regimens  (only  propofol  or  propofol  and  fentanyl).  The  study  goes  out  of  focus  ---  BIS
intervention  compared  to  the  control  group  (consciousness  guided  by  clinical  parameters
only).

Lehmann et  al.  (2002)22 All  patients  were  monitored  with  BIS  and  analyzed  outcomes  resulting  from  different
anesthetic  techniques  (with  manual  propofol  infusion  vs.  propofol  in  Target  Controlled
Infusion ---  TCI).  The  study  goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group
(consciousness  guided  by  clinical  parameters  only).

Paventi  et  al.  (2002)23 All  patients  were  monitored  with  BIS  and  analyzed  outcomes  resulting  from  different
anesthetic  techniques  (manual  propofol  infusion  vs.  propofol  in  TCI).  The  study  goes  out  of
focus ---  BIS  intervention  compared  to  the  control  group  (consciousness  guided  by  clinical
parameters  only).

Lehmann  et  al.  (2003)24 All  patients  were  monitored  with  BIS  (group  BIS  50  and  group  BIS  40).  The  study  goes  out  of
focus ---  BIS  intervention  compared  to  the  control  group  (consciousness  guided  by  clinical
parameters  only).

Yamaguchi  et  al.  (2003)25 All  patients  were  monitored  with  BIS  and  analyzed  outcomes  resulting  from  different
anesthetic  drugs  and  techniques  (propofol  group/iv  induction  and  sevoflurane  group  with
inhalational  induction  in  adult  by  the  vital  capacity  technique).  The  study  goes  out  of  focus  ---
BIS intervention  compared  to  the  control  group  (consciousness  guided  by  clinical  parameters
only).

Buyukkocak et  al.  (2003)26 All  patients  were  monitored  with  BIS  and  outcomes  were  analyzed  due  to  different  anesthetic
drugs, four  different  methods  of  sedation  associated  with  topical  anesthesia.  The  study  goes
out of  focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness  guided  by
clinical parameters  only).

Forestier  et  al.  (2003)27 All  patients  were  monitored  with  BIS  and  analyzed  five  groups  with  different  concentrations  of
sufentanil.  The  study  goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group
(consciousness  guided  by  clinical  parameters  only).

Schneider  et  al.  (2003)28 All  patients  were  monitored  with  BIS  and  analyzed  four  different  anesthetic  regimens.  The
study goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness
guided  by  clinical  parameters  only).

Schneider  et  al.  (2003)29 All  patients  were  monitored  with  BIS  and  analyzed  two  different  anesthetic  regimens.  The
study goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness
guided  by  clinical  parameters  only).

Liu (2004)30 Meta-analysis.  The  criteria  for  inclusion  in  the  systematic  review  were  randomized  controlled
trials.

Bauer et  al.  (2004)31 All  patients  were  monitored  with  BIS  and  analyzed  two  different  anesthetic  regimens  (TCI  vs.
manual propofol  infusion).  The  BIS  was  used  but  is  not  described  whether  it  was  blinded.  The
study goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness
guided  by  clinical  parameters  only).

Bestas  et  al.  (2004)32 All  50  patients  (two  groups  of  25)  were  monitored  with  BIS  and  were  blinded,  with  analysis  of
two different  anesthetic  regimes.  The  study  goes  out  of  focus  ---  BIS  intervention  compared  to
the control  group  (consciousness  guided  by  clinical  parameters  only).

Boztug et  al.  (2006)33 Article  not  found.
Puri et  al.  (2007)34 All  patients  were  monitored  with  BIS,  with  analysis  of  two  different  types  of  propofol  infusion.

The study  goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness
guided by  clinical  parameters  only).
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Table  3  (Continued)

Article  Reason  of  exclusion

Lindholm  et  al.  (2008)35 The  paper  analyzes  the  degree  of  proficiency  in  handling  the  BIS  by  nurses’  anesthetists.  The
study goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness
guided  by  clinical  parameters  only).

Avidan  et  al.  (2008)36 In  the  control  group,  anesthesia  was  maintained  with  BIS  ‘‘blinded’’  but  with  an  expired
fraction  of  0.7---1.3  minimum  alveolar  concentration  of  inhaled  anesthetic.

Bejjani et  al.  (2009)37 All  patients  were  monitored  with  BIS  with  memory  processing  analysis.  The  study  goes  out  of
focus --- BIS  intervention  compared  to  the  control  group  (consciousness  guided  by  clinical
parameters  only).

Delfino  et  al.  (2009)38 All  patients  were  monitored  with  BIS  or  cerebral  state  index,  with  analysis  of  propofol  infusion
with these  two  types  of  monitoring.  The  study  goes  out  of  focus  ---  BIS  intervention  compared
to the  control  group  (consciousness  guided  by  clinical  parameters  only).

Kerssens et  al.  (2009)39 Study  of  intraoperative  memory  and  retrieval  of  words  heard  during  the  trans-operative,
through memory  tests  postoperatively.

Mashour et  al.  (2009)40 Cohort  study.  The  criteria  for  inclusion  in  the  systematic  review  were  randomized  controlled
trials.

Satisha et  al.  (2010)41 Cohort  study.  The  criteria  for  inclusion  in  the  systematic  review  were  randomized  controlled
trials.

Meybohm et  al.  (2010)42 Protocol  study.  The  criteria  for  inclusion  in  the  systematic  review  were  randomized  controlled
trials.

Leslie et  al.  (2010)43 Retrospective  cohort  study.  The  criteria  for  inclusion  in  the  systematic  review  were
randomized  controlled  trials.

Avidan  et  al.  (2009)44 Protocol  study.  The  criteria  for  inclusion  in  the  systematic  review  were  randomized  controlled
trials.

Ellerkmann et  al.  (2010)45 Inhalation  or  intravenous  anesthesia,  complemented  by  regional  anesthesia  (combined
anesthesia).  The  study  goes  out  of  focus  ---  BIS  intervention  compared  to  the  control  group
(consciousness  guided  by  clinical  parameters  only).

Yufune  et  al.  (2011)46 The  38  patients  were  monitored  with  BIS  and  outcomes  were  analyzed  due  to  different
anesthetic  regimens,  as  well  as  different  concentrations  of  remifentanil.  The  study  goes  out
of focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness  guided  by  clinical
parameters  only).

Liu  et  al.  (2011)47 All  patients  were  monitored  with  BIS  and  outcomes  were  analyzed  due  to  different  anesthetic
regimens,  target  controlled  infusion  of  propofol  vs.  closed-loop  management.  The  study  goes
out of  focus  ---  BIS  intervention  compared  to  the  control  group  (consciousness  guided  by
clinical parameters  only).

Avidan  et  al.  (2011)48 The  control  group  was  adjusted  for  maintaining  an  expired  fraction  of  0.7---1.3  minimum
alveolar  concentration  of  inhaled  anesthetic.

Aimé  et  al.  (2012)49 The  102  patients  were  monitored  with  BIS  or  Entropy,  in  both  groups,  the  values  were  blinded,
and anesthesia  was  conducted  by  clinical  parameters.  The  study  goes  out  of  focus  ---  BIS
intervention  compared  to  the  control  group  (consciousness  guided  by  clinical  parameters
only).

Mashour et  al.  (2012)50 The  control  group  was  blinded,  but  adjusted  to  a  minimum  alveolar  concentration  of  inhaled
anesthetic  by  age.

Persec  et  al.  (2012)51 The  results  of  this  study  cannot  be  meta-analyzed  as  they  provide  no  standard  deviation.
Fritz et  al.  (2013)52 Retrospective  cohort  study.  The  criteria  for  inclusion  in  the  systematic  review  were

randomized  controlled  trials.
Villafranca  et  al.  (2013)53 Retrospective  cohort  study.  The  criteria  for  inclusion  in  the  systematic  review  were

randomized  controlled  trials.
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BIS, bispectral index.

ave  a  reduction  of  4.89  min  (95%  CI  −5.95,  −3.83)  with  an
2 =  0%,  maintaining,  therefore,  statistically  significant  dif-
erence  (Fig.  6).

The  time  for  patients  to  achieve  the  discharge  criteria

n  the  PACU  (Aldrete-Kroulik  modified  index)  was  reduced
.05  min  (95%  CI  −7.23,  −0.87),  with  I2 =  91%.  In  sensitiv-
ty  analysis,  when  removed  the  study  Ibraheim  et  al.,13

t
s
I

e  have  a reduction  of  22.35  min  (95%  CI  −31.01,  −13.69)
ith  I2 =  20%,  maintaining  statistically  significant  difference

Fig.  7).
There  was  no  statistically  significant  difference  between
he  intervention  and  control  in  the  evaluation  of  the  neces-
ary  time  to  hospital  discharge  (95%  CI,  −22.08,  30.52)  with
2 =  0%  (Fig.  8).
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Figure  2  Time  for  spo

The  incidence  of  PONV  was  lower  in  anesthesia  conducted
with  BIS,  with  a  risk  reduction  of  12%  (95%  CI  −0.22,  −0.01)
with  I2 =  61%,  which  was  statistically  significant  (Fig.  9).

There  was  no  risk  reduction  of  cognitive  disorders  in  the
post  operatory  with  1  week  after  extubation,  in  patients
using  BIS  (95%  CI,  −0.06,  0.01,  I2 =  0%).  There  was  no  statis-
tically  significant  difference  between  the  intervention  and
control  (Fig.  10).

The  cognitive  disorders  after  surgery  at  3  months  after
extubation  had  a  risk  reduction  of  3%  (95%  CI  −0.05,  −0.00),
and  I2 =  52%,  which  was  statistically  significant  (Fig.  11).

There  was  a  6%  reduction  in  the  risk  of  delirium  in
the  post  operatory  in  patients  monitored  with  BIS  (95%  CI
−0.10,  −0.03)  I2 =  11%,  which  was  statistically  significant
(Fig.  12).
The  use  of  BIS  had  a  risk  reduction  of  1%  for  the  intraoper-
ative  memory  (Recall),  a  statistically  significant  difference
(−0.01  [95%  CI,  −0.01,  −0.00])  with  I2 =  0%.  The  intraoper-
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Figure  3  Time  for  eye  opening  u
ous  eye  opening  (min).

tive  memory  is  the  awakening  confirmed  by  the  patient.
t  was  not  made  a  differentiation  of  studies  with  patients
lassified  as  low  or  high  risk  for  intraoperative  memory
Fig.  13).

iscussion

he  use  of  monitoring  with  the  BIS  showed  benefits  by
educing  the  time  to  extubation  in  0.87  min,  orientation  in
ime  and  place  in  3.76  min  and  leaving  operating  room  in
.89  min.  Patients  had  a  reduction  in  22.35  min  to  reach  the
riteria  for  PACU  discharge.  The  combined  results  of  the
tudies  showed  that  the  incidence  of  PONV  risk  reduction
f  12%  in  patients  BIS  monitoring.
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Figure  6  Time  for  leaving  operation  room  (min).
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Figure  7  Time  for  d

ures  that  enabled  the  selection  of  at  least  two  studies  for
the  meta-analysis.

The  study  Ibraheim  et  al.13 involved  morbidly  obese

patients.  Three  studies  were  conducted  exclusively  with
patients  over  60  years  of  age.2,16,17

Puri  et  al.6 and  Vretzakis  et  al.11 studied  patients  under-
going  cardiac  surgery  with  extracorporeal  circulation.
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Figure  9  Postoperative  nausea  and  vomiting  (PONV)  ---  n  (%).
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Figure  10  Cognitive  disorders  in  the  postoperative  period  (1  week  after  extubation)  ---  n  (%).
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Figure  11  Cognitive  disorders  in  the  postoperative  period  (3  months  after  extubation)  ---  n  (%).
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Figure  12  Postoperative  delirium  ---  n  (%).
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of  benzodiazepines  or  opioids  and  therapy  with  protease
inhibitors).

The  outcomes  analyzed  with  continuously  variable
related  to  the  time  of  recovery  and  discharge  of  patients
were:  time  for  spontaneous  eye  opening,  time  for  eye  open-
ing  upon  verbal  command,  time  for  extubation,  time  for
orientation  in  time  and  place,  time  for  leaving  operating
room,  time  for  PACU  discharge  and  time  for  hospital  dis-
charge.

The  outcomes  of  dichotomous  variable,  related  to
adverse  events  were  PONV,  cognitive  disorders  in  the  post-
operative  1  week  after  extubation,  cognitive  disorders  in
the  postoperative  3  months  after  extubation,  postoperative
delirium  and  intraoperative  memory.

Some  primary  studies  contributed  only  one  outcome
analyzed.3---5,11,15

The  individualization  of  outcomes  derived  from  studies
involving  balanced  anesthesia  or  total  intravenous  anesthe-
sia  was  not  made.

Clinically,  the  cost  of  implementation  of  BIS  monitoring
can  be  justified  by  allowing  advantages  in  the  maintenance
of  ambulatory  surgeries  as  well  as  in  the  techniques  of  early
awakening  and  especially  it  can  reduce  the  incidence  of
adverse  events.

The  cost  of  the  disposable  electrode  is  a  cause  of  dis-
cussion  about  the  value  in  use  of  BIS.  Thus,  it  is  important
the  active  participation  of  professionals,  primarily  with
health  administrators,  in  developing  a  policy  plan  that  opti-
mize  resources  and  give  greater  safety  and  comfort  for  the
patients.

So  far,  there  is  no  gold  standard  to  span  the  entire  spec-
trum  of  anesthetic  effect  on  the  central  nervous  system,  and
the  BIS  is  undoubtedly  the  most  studied,  but  is  one  of  many
monitors  derived  from  EEG  used  nowadays.  Monitoring  the
depth  of  anesthesia  as  new  technology  is  in  its  beginning.
The  new  boundary  is  the  individualization  of  monitoring  the
hypnotic  and  its  effects  on  the  central  nervous  system.
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5. Başar H, Ozcan S, Buyukkocak U, et al. Effect of bispectral
index monitoring on sevoflurane consumption. Eur J Anaesthe-
siol. 2003;20:396---400.

2

83

6. Puri GD, Murthy SS. Bispectral index monitoring in patients
undergoing cardiac surgery under cardiopulmonary bypass. Eur
J Anaesthesiol. 2003;20:451---6.

7. Kreuer S, Biedler A, Larsen R, et al. Narcotrend moni-
toring allows faster emergence and a reduction of drug
consumption in propofol-remifentanil anesthesia. Anesthesiol-
ogy. 2003;99:34---41.

8. Myles PS, Leslie K, McNeil J, et al. Bispectral index monitoring to
prevent awareness during anaesthesia: the B-Aware randomised
controlled trial. Lancet. 2004;363:1757---63.

9. Bruhn J, Kreuer S, Bischoff P, et al. Bispectral index and A-line
AAI index as guidance for desflurane-remifentanil anaesthesia
compared with a standard practice group: a multicentre study.
Br J Anaesth. 2005;94:63---9.

0. Kreuer S, Bruhn J, Stracke C, et al. Narcotrend or bispectral
index monitoring during desflurane-remifentanil anesthesia: a
comparison with a standard practice protocol. Anesth Analg.
2005;101:427---34.

1. Vretzakis G, Ferdi E, Argiriadou H, et al. Influence of bispectral
index monitoring on decision making during cardiac anesthesia.
J Clin Anesth. 2005;17:509---16.

2. Aimé I, Verroust N, Masson-Lefoll C, et al. Does monitoring
bispectral index or spectral entropy reduce sevoflurane use?
Anesth Analg. 2006;103:1469---77.

3. Ibraheim O, Alshaer A, Mazen K, et al. Effect of bispec-
tral index (BIS) monitoring on postoperative recovery and
sevoflurane consumption among morbidly obese patients under-
going laparoscopic gastric banding. Middle East J Anesthesiol.
2008;19:819---30.

4. Kamal NM, Omar SH, Radwan KG, et al. Bispectral index moni-
toring tailors clinical anesthetic delivery and reduces anesthetic
drug consumption. J Med Sci. 2009;9:10---6.

5. Zhang C, Xu L, Ma YQ, et al. Bispectral index monitoring prevent
awareness during total intravenous anesthesia: a prospective,
randomized, double-blinded, multi-center controlled trial. Chin
Med J (Engl). 2011;124:3664---9.

6. Chan MT, Cheng BC, Lee TM, et al. BIS-guided anesthesia
decreases postoperative delirium and cognitive decline. J Neu-
rosurg Anesthesiol. 2013;25:33---42.

7. Radtke FM, Franck M, Lendner J, et al. Monitoring depth of
anaesthesia in a randomized trial decreases the rate of postop-
erative delirium but not postoperative cognitive dysfunction. Br
J Anaesth. 2013;110 Suppl. 1:i98---105.

8. Sebel PS, Lang E, Rampil IJ, et al. A multicenter study of bispec-
tral electroencephalogram analysis for monitoring anesthetic
effect. Anesth Analg. 1997;84:891---9.

9. Yli-Hankala A, Vakkuri A, Annila P, et al. EEG bispectral index
monitoring in sevoflurane or propofol anaesthesia: analysis of
direct costs and immediate recovery. Acta Anaesthesiol Scand.
1999;43:545---9.

0. Mi WD, Sakai T, Singh H, et al. Hypnotic endpoints vs. the bispec-
tral index, 95% spectral edge frequency and median frequency
during propofol infusion with or without fentanyl. Eur J Anaes-
thesiol. 1999;16:47---52.

1. Nakayama M, Ichinose H, Yamamoto S, et al. The effect
of fentanyl on hemodynamic and Bispectral Index changes
during anesthesia induction with propofol. J Clin Anesth.
2002;14:146---9.

2. Lehmann A, Boldt J, Thaler E, et al. Bispectral Index in patients
with target-controlled or manually-controlled infusion of propo-
fol. Anesth Analg. 2002;95:639---44.

3. Paventi S, Santevecchi A, Perilli V, et al. Effects of remifentanil
infusion BIS-titrated on early recovery for obese outpatients
undergoing laparoscopic cholecystectomy. Minerva Anestesiol.
2002;68:651---7.
4. Lehmann A, Karzau J, Boldt J, et al. Bispectral Index-guided
anesthesia in patients undergoing aortocoronary bypass graft-
ing. Anesth Analg. 2003;96:336---43.

http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0270
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0275
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0280
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0285
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0290
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0295
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0300
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0305
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0310
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0315
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0320
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0325
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0330
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0335
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0340
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0345
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0350
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0355
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0360
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0365
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0370
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0375
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0380
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0385


8

2

2

2

2

2

3

3

3

3

3

3

3

3

3

3

4

4

4

4

4

4

4

4

4

4

5

5

5

53. Villafranca A, Thomson IA, Grocott HP, et al. The impact
of Bispectral Index versus end-tidal anesthetic concentration-
guided anesthesia on time to tracheal extubation in fast-track
cardiac surgery. Anesth Analg. 2013;116:541---8.
4  

5. Yamaguchi S, Egawa H, Mishio M, et al. Bispectral monitoring
during vital capacity rapid inhalation induction with sevoflu-
rane. J Clin Anesth. 2003;15:24---8.

6. Buyukkocak U, Ozcan S, Daphan C, et al. A compari-
son of four intravenous sedation techniques and Bispectral
Index monitoring in sinonasal surgery. Anaesth Intensive Care.
2003;31:164---71.

7. Forestier F, Hirschi M, Rouget P, et al. Propofol and sufentanil
titration with the Bispectral Index to provide anesthesia for
coronary artery surgery. Anesthesiology. 2003;99:334---46.

8. Schneider G, Gelb AW,  Schmeller B, et al. Detection of aware-
ness in surgical patients with EEG-based indices-bispectral
index and patient state index. Br J Anaesth. 2003;91:329---35.

9. Schneider G, Elidrissi C, Sebel PS. Bispectral index-guided
administration of anaesthesia: comparison between remifen-
tanil/propofol and remifentanil/isoflurane. Eur J Anaesthesiol.
2003;20:624---30.

0. Liu SS. Effects of Bispectral Index monitoring on ambulatory
anesthesia. Anesthesiology. 2004;101:311---5.

1. Bauer M, Wilhelm W, Kraemer T, et al. Impact of Bispectral
Index monitoring on stress response and propofol consumption
in patients undergoing coronary artery bypass surgery. Anesthe-
siology. 2004;101:1096---104.

2. Bestas A, Yasar MA, Bayar MK, et al. The effects of two dif-
ferent anaesthesia techniques on bispectral index values and
awareness during off-pump coronary artery bypass grafting. J
Clin Monit Comput. 2004;18:347---51.

3. Boztug N, Bigat Z, Akyüz M, et al. Does using the Bispectral
Index (BIS) during craniotomy affect the quality of recovery? J
Neurosurg Anesthesiol. 2006;18:1---4.

4. Puri GD, Kumar B, Aveek J. Closed-loop anaesthesia delivery sys-
tem (CLADS) using bispectral index: a performance assessment
study. Anaesth Intensive Care. 2007;35:357---62.

5. Lindholm ML, Brudin L, Sandin RH. Bispectral index monitoring:
appreciated but does not affect drug dosing and hypnotic levels.
Acta Anaesthesiol Scand. 2008;52:88---94.

6. Avidan MS, Zhang L, Burnside BA, et al. Anesthesia awareness
and the Bispectral Index. N Engl J Med. 2008;358:1097---108.

7. Bejjani G, Lequeux PY, Schmartz D, et al. No evidence of mem-
ory processing during propofol-remifentanil target-controlled
infusion anesthesia with Bispectral Index monitoring in cardiac
surgery. J Cardiothorac Vasc Anesth. 2009;23:175---81.

8. Delfino AE, Cortinez LI, Fierro CV, et al. Propofol consumption
and recovery times after bispectral index or cerebral state index
guidance of anaesthesia. Br J Anaesth. 2009;103:255---9.

9. Kerssens C, Gaither JR, Sebel PS. Preserved memory func-
tion during Bispectral Index-guided anesthesia with sevoflu-
rane for major orthopedic surgery. Anesthesiology. 2009;
111:518---24.

0. Mashour GA, Tremper KK, Avidan MS. Protocol for the ‘‘Michigan
Awareness Control Study’’: a prospective, randomized, con-

trolled trial comparing electronic alerts based on bispectral
index monitoring or minimum alveolar concentration for the
prevention of intraoperative awareness. BMC Anesthesiol.
2009;9:7.
C.R.  Oliveira  et  al.

1. Satisha M, Sanders GM, Badrinath MR, et al. Introduction of
bispectral index monitoring in a district general hospital operat-
ing suite: a prospective audit of clinical and economic effects.
Eur J Anaesthesiol. 2010;27:196---220.

2. Meybohm P, Gruenewald M, Höcker J, et al. Correlation and
agreement between the bispectral index vs. state entropy dur-
ing hypothermic cardio-pulmonary bypass. Acta Anaesthesiol
Scand. 2010;54:169---75.

3. Leslie K, Myles PS, Forbes A, et al. The effect of Bispectral Index
monitoring on long-term survival in the B-Aware trial. Anesth
Analg. 2010;110:816---22.

4. Avidan MS, Palanca BJ, Glick D, et al. Protocol for the BAG-
RECALL clinical trial: a prospective, multi-center, randomized,
controlled trial to determine whether a bispectral index-guided
protocol is superior to an anesthesia gas-guided protocol in
reducing intraoperative awareness with explicit recall in high
risk surgical patients. BMC Anesthesiol. 2009;9:8.

5. Ellerkmann RK, Soehle M, Riese G, et al. The Entropy Mod-
ule and Bispectral Index as guidance for propofol-remifentanil
anaesthesia in combination with regional anaesthesia compared
with a standard clinical practice group. Anaesth Intensive Care.
2010;38:159---66.

6. Yufune S, Takamatsu I, Masui K, et al. Effect of remifentanil
on plasma propofol concentration and bispectral index during
propofol anaesthesia. Br J Anaesth. 2011;106:208---14.

7. Liu N, Chazot T, Hamada S, et al. Closed-loop coadmin-
istration of propofol and remifentanil guided by Bispectral
Index: a randomized multicenter study. Anesth Analg. 2011;112:
546---57.

8. Avidan MS, Jacobsohn E, Glick D, et al. Prevention of intraoper-
ative awareness in a high-risk surgical population. N Engl J Med.
2011;365:591---600.

9. Aimé I, Gayat E, Fermanian C, et al. Effect of age on the com-
parability of bispectral and state entropy indices during the
maintenance of propofol---sufentanil anaesthesia. Br J Anaesth.
2012;108:638---43.

0. Mashour GA, Shanks A, Tremper KK, et al. Prevention of intraop-
erative awareness with explicit recall in an unselected surgical
population. Anesthesiology. 2012;117:717---25.

1. Persec J, Persec Z, Kopljar M, et al. Effect of bispectral index
monitoring on extubation time and analgesic consumption in
abdominal surgery: a randomised clinical trial. Swiss Med Wkly.
2012;142:w13689.

2. Fritz BA, Rao P, Mashour GA, et al. Postoperative recovery with
Bispectral Index versus anesthetic concentration-guided proto-
cols. Anesthesiology. 2013;118:1113---22.

http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0390
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0395
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0400
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0405
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0410
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0415
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0420
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0425
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0430
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0435
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0440
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0445
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0450
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0455
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0460
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0465
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0470
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0475
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0480
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0485
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0490
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0495
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0500
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0505
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0510
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0515
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0520
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0525
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530
http://refhub.elsevier.com/S0104-0014(16)00038-5/sbref0530

	Benefit of general anesthesia monitored by bispectral index compared with monitoring guided only by clinical parameters. S...
	Introduction
	Methods
	Results
	Discussion
	Conflicts of interest
	References


