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Description of evidence collection method

We  conducted  searches  in  multiple  databases  (Medline
1965-2012;  Cochrane  Library,  Lilacs)  and  cross-references
with  the  collected  material  to  identify  studies  with  better
methodological  design,  followed  by  a  critical  evaluation  of
their  contents  and  classification  according  to  the  strength
of  evidence.

We  conducted  searches  between  August  and  December
2012.  The  following  strategies  were  used  for  searches  in
PubMed:

1.  ‘‘regional  anaesthesia’’  OR  ‘‘anesthesia,  conduction’’
OR  ‘‘anesthesia’’  AND  ‘‘conduction’’  OR  ‘‘conduction
anesthesia’’  OR  ‘‘regional’’  AND  ‘‘anesthesia’’  OR
‘‘regional  anesthesia’’  AND  ‘‘antithrombotic’’;

2.  ‘‘regional  anaesthesia’’  OR  ‘‘anesthesia,  conduc-
tion’’  [MeSH  Terms]  AND  ‘‘infection’’  [MeSH
Terms]  AND  ‘‘thromboembolism’’  [MeSH  Terms]  OR
‘‘thromboembolism’’  [All  Fields];

3.  ‘‘thromboembolism’’  [MeSH  Terms]  OR

‘‘thromboembolism’’  [All  Fields]  AND  ‘‘regional  anaes-
thesia’’  [All  Fields]  OR  ‘‘anesthesia,  conduction’’  [MeSH
Terms]  OR  ‘‘anesthesia’’  [All  Fields]  AND  ‘‘conduction’’
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[All  Fields])  OR  ‘‘conduction  anesthesia’’  [All  Fields]  OR
‘‘regional’’  [All  Fields]  AND  ‘‘anesthesia’’  [All  Fields]
OR  ‘‘regional  anesthesia’’  [All  Fields].

In  the  field  of  regional  anesthesia,  we  selected  stud-
es  addressing  managements  of  different  types  of  regional
nesthesia  in  individuals  taking  drugs  that  modify  the  blood
oagulation  status.  We  focused  on  risk  factors,  etiology,  pre-
ention,  diagnosis,  and  treatment.  We  also  included  studies
ssessing  the  risk  of  complications  in  patients  after  regional
lockade  and  studies  that  clarify  the  management  and  safe
andling  of  drugs  to  be  administered.

evel of evidence and strength of
ecommendation

A:  Experimental  or  observational  studies  with  better  con-
sistency.
B:  Experimental  or  observational  studies  with  less  consis-
tency.
C:  Case  reports  or  case  series  (non-controlled  studies).
D:  Opinion  without  critical  evaluation,  based  on  consensus,
expert  opinions,  physiological  studies,  or  animal  models.
bjective

o  assess  the  safety  aspects  of  regional  anesthesia  and
nalgesia,  such  as  the  possible  technique’s  complications;

logia. Published by Elsevier Editora Ltda. All rights reserved.
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isk  factors  associated  with  spinal  hematoma,  prevention
trategies,  diagnosis,  and  treatment;  and  safe  interval  for
rug  suspension  and  resumption  after  regional  block  in
atients  taking  antithrombotic  drugs.

ntroduction

he  current  incidence  of  neurological  dysfunction  resulting
rom  bleeding  complications  associated  with  neuraxial  block
s  unknown.1 Its  occurrence  is  estimated  to  be  less  than
:150,000  epidural  punctures  and  1:220,000  subarachnoid
unctures.1 After  neuraxial  anesthesia,  the  use  of  anti-
oagulants  is  the  risk  factor  most  often  associated  with
pinal  hematoma.2 Because  spinal  hematoma  is  rare,  recom-
endations  regarding  regional  anesthesia  and  concomitant

se  of  thromboprophylaxis  or  antithrombotic  therapy,  which
ould  be  of  greater  predictive  value  if  reported  by  prospec-

ive  randomized  studies,  are  based  on  case  reports  and
xpert  recommendations3,  which  ethically  precludes  the
tudy.

The  number  of  patients  on  anticoagulant  therapy  has
een  growing  due  to  the  aging  process,  longer  life
xpectancy,  and  prevalence  of  cardiovascular  disease.
ecommendations  on  safety  in  regional  anesthesia  and
ntithrombotic  therapy  should  be  constantly  updated,  as  the
ntroduction  of  new  antithrombotic  drugs  to  the  market  is
one  at  regular  intervals.2

This  guideline  aims  to  review  the  risks  and  recommenda-
ions  for  regional  anesthesia  in  subjects  taking  drugs  that
nterfere  with  coagulation  and  present  safety  regulations
nd  guidelines  required  for  regional  procedures.

pinal/epidural hematoma

ncidence

lthough  the  incidence  of  spinal-epidural  hematoma  (SEH)
s  small,  the  clinical  severity  of  its  consequences,  along  with
itigation  costs  that  follow  an  adverse  event,  makes  it  crucial
o  develop  sound  strategies  for  the  management  of  patients
n  anticoagulants  during  neuraxial  anesthesia.4

In  a  literature  review5 assessing  several  case  reports,  we
oted  that  the  incidence  of  SEH  was  1:220,000  after  spinal
nesthesia  and  1:150,000  after  epidural  puncture.  However,
ecent  indications  suggest  a  higher  incidence,  as  the  stud-
es  used  in  these  calculations  were  conducted  before  the
erioperative  thromboprophylaxis  routine.6

After  the  introduction  of  enoxaparin  (30  mg,  twice  daily)
or  thromboprophylaxis  in  the  United  States,  an  alarming
umber  of  cases  of  epidural  hematoma,  some  with  perma-
ent  paraplegia,  the  risk  of  spinal/epidural  hematoma  with
wice  daily  administration  of  enoxaparin  was  reported  and
alculated  at  1:40,800  after  spinal  anesthesia,  1:6,600  after
imple  epidural  puncture,  and  1:3,100  after  epidural  punc-
ure  with  epidural  catheter  insertion.7 In  Europe,  a  single
ose  administration  of  enoxaparin  (40  mg)  showed  a  lower
ncidence  of  spinal  hematoma.  In  a  retrospective  Swedish

tudy,8 the  authors  found  a  risk  of  1:156,000  after  spinal
nesthesia  and  1:18,000  in  epidural  anesthesia.  Bleeding
as  rare  in  the  obstetric  population  (1:200,000)  compared
ith  that  of  women  undergoing  knee  arthroplasty  (1:3,600).
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ubsequent  studies  showed  incidences  as  high  as  1:2,700
o  1:19,505.9---11 However,  Cook  et  al.  presented  updated
esults  at  the  Third  National  Audit  Project  of  the  Royal  Col-
ege  of  Anaesthetists  in  which  only  eight  cases  of  SEH  were
een  in  707,405  neuraxial  blocks.  Of  these,  only  five  met
he  inclusion  criteria,  and  the  incidence  was  calculated  at
:88,000  to  1:140,000.12

isk  Factors2,4

he  occurrence  of  SEH  is  more  spontaneous  than  the  result
f  neuraxial  anesthesia.  Most  spontaneous  hematomas  are
diopathic;  cases  related  to  anticoagulant  therapy  and  vas-
ular  malformations  are  the  second  and  third  most  common
auses,  respectively.  Concomitant  use  of  anticoagulants  is
he  main  risk  factor  related  to  SEH,  when  associated  with
euraxial  block.2

Risk  factors  for  SEH  have  been  described  by  several
uthors8,13---18 and  are  shown  in  Table  1.  The  incidence  of
EH  varies  according  to  the  type  of  surgery,  age  and  gender
f  patient.  For  example,  the  incidence  of  SEH  in  obstet-
ic  surgery  is  estimated  at  1:200,000,  whereas  in  geriatric
ge  women  undergoing  knee  arthroplasty  it  is  estimated  at
:3,600.8 This  may  be  explained  by  the  higher  incidence
f  spinal  abnormalities  associated  with  osteoporosis,  use  of
ual  antiplatelet/anticoagulant  therapy,  and  accumulation
f  anticoagulant  due  to  a  decrease  in  renal  excretion  not
etected  in  this  age  group.

Among  the  type  of  neuraxial  blocks,  the  risk  of  SEH  is
igher  with  the  use  of  epidural  catheters,  followed  by  simple
pidural  puncture,  and  less  frequent  after  single  subarach-
oid  puncture,17,19,20 the  latter  likely  due  to  the  thinner
eedles  used  in  the  technique.  Catheter  removal  is  as  crit-
cal  as  insertion;  therefore,  vascular  injury  may  still  occur4

t  the  same  incidence;  that  is,  half  the  cases  of  SEH  occurs
uring  epidural  catheter  removal.16

There  are  indications  that  epidural  hematoma  is  more
ommon  after  lumbar  puncture  compared  with  thoracic
uncture.11

linical  condition,  treatment,  and  prevention

leeding  into  the  spinal  canal,  which  causes  thecal  sac
ompression,  may  result  in  irreversible  neurological  damage
ith  paraplegia  and  is  a  major  concern  of  anesthesiolo-
ists  performing  neuraxial  block  in  patients  on  anticoagulant
rugs.4

Clinical  condition  is  characterized  by  slow  regression  or
bsent  sensory  or  motor  block,  back  pain,  urinary  reten-
ion  or  return  of  motor  or  sensory  deficit  after  complete
egression  of  the  previous  block,  alone  or  in  combination,
uggesting  the  development  of  spinal  hematoma.2

In  the  presence  of  clinical  suspicion  of  spinal  hematoma,
n  aggressive  diagnostic  and  therapeutic  approach  is  manda-
ory.  This  includes  emergency  nuclear  magnetic  resonance
maging  (NMRI)  or,  if  unavailable,  computed  tomography
CT).  Because  SEH  is  a  neurosurgical  emergency,  protocols

ust  be  established  to  avoid  any  delay  in  diagnosis.  Once
iagnosis  is  confirmed,  decompressive  laminectomy  should
e  performed  within  6-12  hours  after  the  onset  of  symptoms,
nabling  chances  of  neurological  recovery.16,21
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Table  1  Risk  Factors  Associated  with  Hematoma  Spinal/Epidural.

1  --- Patient-related
a.  Age  (elderly);
b.  Female;
c. Congenital  coagulopathies;
d.  Acquired  coagulopathies  (renal/hepatic  malignancies,  HELLP  syndrome  (hemolysis,  elevated  liver  enzymes,  low  platelet

count), disseminated  intravascular  coagulation  [DIC]);
e. Thrombocytopenia;
f. Spinal  abnormalities  (spina  bifi  da/spinal  stenosis,  osteoporosis,  ankylosing  spondylitis).
2 --- Procedure-related
a.  Insertion  or  removal  of  the  catheter;
b. Traumatic  procedure  (multiple  attempts);
c. Presence  of  blood  in  the  catheter  during  insertion  or  removal;
d. Epidural  catheter  insertion  >  Simple  epidural  puncture  >  Simple  spinal  puncture.
3 --- Drug-related
a.  Anticoagulant  drugs,  antiplatelet  or  fi  brinolytic;
b. Administration  of  the  drug  immediately  before/after  neuraxial  technique;
c. Use  of  antiplatelet  therapy/dual  anticoagulant.

Drugs  Recommendations

ASA  and  NSAIDs  There  is  no  indication  of  suspension.
ASA and  NSAIDs  +

LMWH/UFH/coumarin
Wait  24  hours  for  neuraxial  block  or  epidural  catheter  insertion.

ASA +  thienopyridine  If  the  patient  is  using  metallic  stent,  wait  6  weeks.  If  the  stent  is  pharmacological,  wait  6  months.
Ticlopidine Perform  blockade  or  insertion/removal  of  catheter  10-14  days  after  suspension.
Clopidogrel  Perform  blockade  or  insertion/removal  of  catheter  7  days  after

suspension.  In  high  risk  patients,  it  may  be  performed  in  5  days.
Prasugrel Perform  neuraxial  block  7-10  days  after  drug  discontinuation.
Abciximab Perform  neuraxial  block  or  insertion/removal  of  catheter  48  hours  after  drug  discontinuation.
Tirofi ban/eptifibatide  Wait  8-10  hours  to  perform  neuraxial  block  or  epidural  catheter  insertion.
Glycoprotein IIb/IIIa  inhibitors

+ other  anticoagulants/AAS
Contraindication  for  blockade.

Ticagrelor Perform  blockade  or  insertion/removal  of  catheter  5  days  after  drug  discontinuation.
Cilostazol Perform  blockade  or  insertion/removal  of  catheter  5  days  after  drug  discontinuation.
Unfractionated  heparin Wait  4  hours  after  the  last  dose  of  UFH  for  blockade,  removal/insertion  of  catheter.  Restart  drug  after  1  hour.
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Table  1  (Continued  )

Drugs  Recommendations

Low  molecular  weight  heparin  Prophylactic  doses:  wait  10-12  hours  to  perform  blockade.
Therapeutic  doses:  wait  24  hours.  Withdrawal  of  catheter  10-12
hours  after  last  dose.  Restart  drug  2  hours  after  catheter  removal.

Coumarin Perform  blockade  4-5  days  after  discontinuation.  INR  monitoring
during  epidural  analgesia.

Fondaparinux  Prophylactic  dose  (2.5  mg):  blockade  may  be  performed.  If  epidural
catheter,  remove  it  36  hours  after  the  last  dose.  Restart  dose  12
hours after  catheter  removal.  Therapeutic  dose  (5-10  mg):  blockade  is  contraindicated.

Rivaroxaban Perform  neuraxial  blockade,  insertion/removal  of  catheter  24  hours
after drug  discontinuation.  Restart  4-6  hours  after  catheter  removal.

Apixaban Perform  neuraxial  blockade,  insertion/removal  of  catheter  20-30
hours  after  drug  discontinuation.  Restart  4-6  hours  after  catheter  removal.

Desirudin Perform  blockade  8-10  hours  after  drug  discontinuation  in  patients  with  normal  renal  function.
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SBA  Recommendations  for  regional  anesthesia  safety  in  pati

Thus,  patients  should  be  carefully  evaluated  to  investi-
gate  possible  signs  indicating  SEH,  both  after  neuraxial  block
and  epidural  catheter  removal.  The  patient  should  be  mon-
itored  at  regular  intervals  until  regression  of  sensory  block
by  at  least  two  dermatomes  or  motor  function  recovery2 and
for  at  least  24  hours  after  epidural  catheter  removal.21

European  and  American  societies  have  published  guide-
lines  with  the  goal  of  increasing  security  in  performing
neuraxial  block  in  patients  on  anticoagulants.1,6,22---27 How-
ever,  most  of  these  recommendations  are  expert  opinions
based  on  case  series  and  pharmacological  data  with
anticoagulant  drugs  involved.27 These  recommendations
include:  (I)  minimum  time  interval  required  between  the
last  dose  of  anticoagulant  and  the  insertion  of  neurax-
ial  needle/catheter  or  catheter  removal;  (II)  minimum
interval  required  between  the  insertion  of  neuraxial
needle/catheter  or  catheter  removal  and  next  dose  of  anti-
coagulant;  (III)  minimum  coagulation  time  required  for  the
use  of  neuraxial  technique  (if  available  for  the  drug  being
used).

Due  to  the  rapid  development  of  anticoagulant  drugs  by
the  pharmaceutical  industry  and  their  release  and  increas-
ing  use  in  clinical  practice,  experiments  are  lacking  and
it  becomes  difficult  to  make  any  statement  on  the  use  of
neuraxial  anesthesia  in  patients  on  new  anticoagulants.

Recently,  Rosencher  et  al.  proposed  a  new  strategy  for
managing  patients  on  new  anticoagulants.28 According  to
this  strategy,  the  insertion  and  subsequent  withdrawal  of
neuraxial  needle/catheter  must  be  made  at  a  time  superior
to  two  half-lives  of  elimination  after  the  last  dose  of  the
used  anticoagulant.  The  basis  for  this  proposal  is  that  30%
to  40%  of  the  function  of  coagulation  factors  is  required  for
hemostasis,  so  that  after  two  half-lives,  the  drug  concen-
tration  in  bloodstream  is  near  25%  of  the  initial.  The  next
anticoagulant  dose  should  be  administered  with  a  time  inter-
val  (dT)  obtained  by  subtracting  the  time  needed  for  the
drug  to  reach  the  peak  plasma  level  and  the  time  to  produce
stable  blood  clot,  considered  8  hours  (8h-Tpeak =  dT).28

Neuraxial  block  and  use  of  antiplatelet  agents

Antiplatelet  drugs  consist  of  non-steroidal  anti-
inflammatory  drugs  (NSAIDs),  thienopyridines  (ticlopidine,
clopidogrel,  and  prasugrel),  and  glycoprotein  IIb/IIIa
inhibitors  (abciximab,  eptifibatide,  and  tirofiban).

Acetylsalicylic  acid  (ASA)  and  NSAIDs

ASA  promotes  irreversible  blockade  of  platelet  function  by
inhibiting  cyclooxygenase  enzyme  production  of  thrombox-
ane  A2 (potent  platelet  activator).  This  effect  lasts  the  same
as  the  platelets’  half-life,  usually  7-10  days.3

Other  NSAIDs  also  inhibit  cyclooxygenase-1  and  platelet
aggregation,  but  in  a  reversible  manner  and  proportional
to  the  agent  half-life.  This  process  normalizes  from  12
to  24  hours  after  NSAIDs  discontinuation.29 The  selective
inhibitors  of  Type  2  cyclooxygenase  (COX-2)  are  anti-

inflammatory  drugs  that  do  not  cause  platelet  dysfunction,
as  COX-2  is  not  expressed  in  platelets.30

The  bleeding  effect  caused  by  ASA  appears  to  be  dose-
dependent,  with  more  marked  effects  in  patients  receiving

3

taking  anticoagulants  5

oses  greater  than  100  mg.day-1 31 However,  prospective
tudies  evaluating  the  safety  of  neuraxial  block  with  ASA
eported  no  case  of  spinal  hematoma.32---34

Although  the  isolated  use  of  ASA  seems  not  to  increase
he  probability  of  spinal  hematoma,  complications  have
een  observed  in  both  medical  and  surgical  patients,  if
ombined  with  heparin.14,35 Thus,  in  individuals  using  ASA,
t  seems  prudent  to  administer  heparin  for  postopera-
ive  thrombosis  prophylaxis,  as  the  research  team  did  not
bserve  superiority  of  thromboprophylaxis  when  the  heparin
ose  is  given  preoperatively  (B).36 However,  the  administra-
ion  of  a low-dose  combination  of  ASA-dipyridamole  seems
ot  to  increase  the  risk  of  spinal  hematoma.2

In  patients  with  a  history  of  acute  coronary  syndrome
ACS),  cerebrovascular  accident  (CVA)  or  peripheral  arterial
cclusive  disease,  ASA  reduces  the  risk  of  recurrent  car-
iovascular  events  by  30%  and  mortality  by  approximately
5%.37 Recent  studies  suggest  that  morbidity  and  mortal-
ty,  particularly  in  patients  with  newly  implanted  coronary
tents  or  unstable  coronary  syndrome  is  markedly  increased
f  ASA  is  suspended  before  a  surgical  procedure.38---40

ebound  phenomenon  has  also  been  described.41 The  risk
f  late  thrombosis  is  higher  in  patients  with  drug-eluting
tents.

In  summary,  the  perioperative  suspension  of  ASA  is  unnec-
ssary  in  most  cases  and  associated  with  an  increased  risk
f  acute  thrombosis.  We  recommend  that  patients  with
CS  or  stent  should  continue  taking  ASA  throughout  life.42

he  American  College  of  Chest  Physicians  (ACCP)  does  not
ecommend  platelet  function  evaluation  prior  to  invasive
rocedures  because  there  is  no  apparent  correlation  with
leeding  (D).43

ecommendations

.  NSAIDs  appear  to  represent  no  significant  additional  risk
for  the  onset  of  spinal  hematoma  in  patients  undergo-
ing  epidural  or  spinal  anesthesia.  NSAIDs  (including  ASA)
have  no  risk  level  that  interferes  with  the  performance  of
neuraxial  blocks.  In  patients  on  these  medications,  there
is  no  specific  concern  regarding  the  interval  between
spinal/epidural  puncture  or  catheter  insertion  and  the
last  dose  of  the  given  drug,  or  the  need  for  postoperative
monitoring  and  interval  for  catheter  removal  or  postop-
erative  drug  administration  (A).6,32---34

.  Concomitant  use  of  medications  affecting  other  clot-
ting  mechanism  components,  such  as  oral  anticoagu-
lants,  unfractionated  or  low  molecular  weight  heparin
increases  the  risk  of  bleeding  complications  in  patients
on  NSAIDs.  In  these  patients  on  ASA,  the  administration  of
heparin  dosage  for  postoperative  thromboprophylaxis  is
recommended  (B).36 In  these  patients,  if  low  molecular
weight  heparin  (LMWH)  is  administered  preoperatively,
there  should  be  a  24-hour  wait  period  before  performing
blockade  or  removing  the  epidural  catheter  due  to  the
increased  risk  of  bleeding  (C).6
.  Cyclooxygenase  Type  2  inhibitors  (COX-2)  have  mini-
mal  effect  on  platelet  function  and  should  be  preferred
in  patients  who  need  anti-inflammatory  therapy  in  the
presence  of  anticoagulation  (D).6 There  is  no  evidence
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supporting  the  effect  on  the  ability  of  platelet  aggrega-
tion  or  increased  tendency  to  bleeding  (D).1

.  In  patients  with  coronary  stent  receiving  dual  platelet
therapy  (ASA  +  thienopyridine),  needing  surgery,  and
requiring  surgical  procedure,  we  recommend  postpon-
ing  surgery  for  at  least  6  weeks  in  the  case  of  metallic
stents  and  at  least  6  months  in  case  of  drug-eluting
stents  (D).43 If  patients  need  surgery  within  6  weeks  after
metallic  stent  or  6  months  after  drug-eluting  stent,  dual
antiplatelet  therapy  should  be  maintained,  and  regional
anesthesia  is  contraindicated  via  neuraxial  route  (D).43

.  Analgesics,  such  as  paracetamol  and  dipyrone,  are  not  a
contraindication  for  neuraxial  regional  anesthesia,  inso-
far  there  are  no  cases  related  to  spinal  hematoma  (D).3

hienopyridines

iclopidine  (Ticlid®),  clopidogrel  (Plavix®),  and  prasugrel
Efient®)  are  platelet  inhibitors  belonging  to  the  class  of
hienopyridines.  They  are  prodrugs  cleaved  in  vivo  in  the
iver  to  active  metabolites  that  antagonize  the  platelet
eceptor  of  adenosine  dinucleotide  phosphate  (ADP)  (P2Y12)
nd  interfere  with  platelet  activation  and  aggregation,  an
ffect  that  can  not  be  antagonized  and  is  irreversible.1,2

There  is  no  prospective  study  assessing  the  safety  of
euraxial  techniques  in  subjects  under  treatment  with
hienopyridines.  However,  cases  of  spinal  hematoma  have
een  reported  after  neuraxial  anesthesia  in  patients  taking
hese  drugs.44

iclopidine (Ticlid®)

iclopidine  half-life  is  30  to  50  hours,  which  increases  up  to
6  hours  if  used  routinely  for  more  than  14  days.2 Platelet
ysfunction  with  the  use  of  ticlopidine  remains  for  10  to  14
ays  after  drug  discontinuation.1 Unlike  clopidogrel,  ticlo-
idine  may  lead  to  neutropenia  in  more  than  1%  of  patients,
hich  is  a  limiting  factor  of  its  use.3

ecommendations

euraxial  block  or  epidural  catheter  removal  can  only  be
erformed  after  10-14  days  of  ticlopidine  suspension  (D).3,6

lopidogrel (Plavix®)

lopidogrel  half-life  is  120  hours.  However,  its  active
etabolite  half-life  is  only  8  hours.2 The  platelet  function
aximum  inhibition  of  oral  clopidogrel  (75  mg)  occurs  within

-7  days  or  about  12-24  hours  after  an  initial  loading  dose
f  300-600  mg.  Recovery  of  platelet  function  occurs  only
-7  days  after  the  end  of  clopidogrel  administration.45 In
atients  at  high  risk  for  angina,  discontinuation  for  five  days
as  been  suggested  to  prevent  cardiovascular  morbidity.46

ecommendations
euraxial  blockade  or  removal  of  epidural  catheter  in
atients  on  clopidogrel  should  only  be  performed  after  at
east  seven  days  of  drug  discontinuation  (D).3 In  the  case  of
N.M.  Fonseca  et  al.

atients  with  high  risk  of  angina  recurrence,  the  interval  of
ve  days  suspension  has  been  suggested  (D).6

rasugrel (Efient®)

 novel  thienopyridine  that,  similar  to  others,  depends  on
epatic  conversion  to  active  metabolite  to  bind  to  platelet
2Y12  receptor  (which  binds  to  ADP  for  platelet  activation)
nd  perform  its  inhibitory  activity.  This  drug  has  a  rapid
nset  of  action  (30-60  minutes)  and  is  10  times  more  potent
han  clopidogrel.47 The  antiplatelet  effect  is  equal  to  the  life
f  platelet,  and  pretreatment  platelet  function  is  restored
-10  days  after  drug  discontinuation.3

One  study  comparing  prasugrel  and  clopidogrel  in  13,608
atients  with  acute  coronary  syndrome  undergoing  percu-
aneous  coronary  intervention  showed  significant  reduction
f  ischemic  events  treated  with  prasugrel,  but  also  a  higher
nd  occasionally  fatal  risk  of  bleeding.48

ecommendations

here  is  no  available  study  assessing  the  combination  of
rasugrel  and  neuraxial  anesthesia.  However,  it  seems  rea-
onable  that  treatment  with  prasugrel  be  discontinued  at
east  7-10  days  before  neuraxial  block  or  removal  of  epidural
atheter  (D).3

lycoprotein IIb/IIIa inhibitors

lycoprotein  IIb/IIIa  inhibitors  include  abciximab
Reopro®),  eptifibatide  (Integrilin®),  and  tirofiban
Aggrastat®).  Currently,  these  agents  are  the  most
ffective  drugs  available  for  platelet  aggregation  inhibi-
ion,  as  they  block  the  platelet  glycoprotein  IIb/IIIa  (the
ite  of  fibrinogen  binding  between  platelets),  which  is  the
nal  common  pathway  of  platelet  aggregation.2 These  drugs
re  only  available  for  intravenous  use.  Antiplatelet  effects
re  reversible  and  disappear  after  the  discontinuation  of
ptifibatide,  tirofiban,  and  abciximab  within  8,  24,  and
8  hours,  respectively.  The  most  common  side  effects  are
hrombocytopenia  and  bleeding,50 expressed  in  0.3-1%
ith  abciximab.49 Abciximab  showed  better  efficacy  than

irofiban  and  eptifibatide.51

ecommendations

.  According  to  the  pharmacological  properties  of  these
drugs,  insertion  of  epidural/spinal  needle/catheter  or
catheter  removal  should  only  be  performed  after  com-
plete  recovery  of  platelet  aggregation;  that  is,  with
discontinuation  of  8-10  hours  for  tirofiban/eptifibatide
and  48  hours  for  abciximab  and  exclusion  of  any  throm-
bocytopenia  through  a  recent  platelet  count  (D);2

.  GP  IIb/IIIa  inhibitors  are  used  in  acute  coronary  syn-

drome,  in  combination  with  anticoagulants  and  ASA.  In
this  scenario,  any  neuraxial  blockade  is  contraindicated
in  emergency  procedures  that  usually  involve  cardiac
surgery  with  continued  anticoagulation  (D).3
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Other antiplatelet

Ticagrelor  (Brilinta®)

Unlike  thienopyridines,  ticagrelor  acts  directly  on  P2Y12
receptor  and  does  not  require  liver  biotransformation  into
active  metabolites  by  cytochrome  P450,  although  metabo-
lites  are  also  active.  Similar  to  prasugrel,  ticagrelor  provides
a  very  fast  (<  2  h),  intense  (about  70%),  and  consistent
inhibition  of  P2Y12  receptor,  which  is  greater  than  that
of  clopidogrel  (30-40%).47 It  has  a  rapid  onset  of  action
with  reversible  binding  and  short  duration  (48-72  h),  and
requires  oral  administration  in  two  doses.  The  initial  effect
on  platelet  aggregation  is  seen  30  minutes  after  loading
dose.  With  treatment  discontinuation,  platelet  function  is
restored  within  4-5  days.52

Recommendations

There  is  no  available  data  regarding  the  perioperative
use  of  this  agent.  Theoretically,  its  short  and  reversible
antiplatelet  effect  can  facilitate  perioperative  manage-
ment.  However,  neuraxial  anesthesia  should  be  discouraged
during  treatment  with  ticagrelor,  unless  it  is  suspended  for
at  least  five  days  before  the  anesthetic  procedure,  so  that
platelet  function  can  return  to  normal  (D).3

Cilostazol (Vasogard®, Cebralat®, Pletal®)

Cilostazol  provides  selective  inhibition  of  phosphodiesterase
IIIa  (PDEIIIa);  thus,  it  increases  the  level  of  intracellu-
lar  cyclic  adenosine  monophosphate  (cAMP)  and  leads  to
weak  platelet  aggregation  inhibition.53,54 Because  vascu-
lar  smooth  muscle  contains  PDEIIIa,  cilostazol  also  provides
direct  arterial  vasodilation.  Nevertheless,  cilostazol  mech-
anism  of  action  is  not  fully  understood.  Its  use  is  indicated
for  peripheral  arterial  disease  and  intermittent  claudication
in  individuals  who  do  not  respond  to  exercise  therapy  and
those  with  low  possibility  of  surgical  intervention.55

The  route  of  administration  is  orally  at  a  dose  of  100  mg
twice  daily,  and  peak  plasma  level  is  achieved  within  2.7  to
3.6  hours.  Drug  compound  is  mainly  eliminated  by  hepatic
metabolism  and  subsequent  urinary  excretion  of  metabo-
lites.  The  terminal  elimination  half-life  of  cilostazol  and  its
active  metabolites  is  approximately  21  hours,  and  some  of  its
metabolites  inhibit  platelet  aggregation  at  a  higher  intensity
than  the  parent  compound.54

A  recent  case  report  found  spinal  hematoma  after  epidu-
ral  catheter  removal  during  treatment  with  cilostazol,56 but,
in  general,  there  is  no  prospective  data  on  this  drug’s  periop-
erative  use  and  its  effect  on  bleeding  incidence  is  unknown.

Recommendations

Neuraxial  block  and  catheter  removal  may  be  performed
considering  the  minimum  clearance  interval  of  two  half-

lives  between  blockade  and  the  last  dose  of  cilostazol  (i.e.,
42  hours),  although  laboratory  recommendation  is  five  days
of  suspension.3 The  next  dose  of  cilostazol  should  only  be
administered  5  hours  after  catheter  removal  (D).28,57

s
w
a
t

taking  anticoagulants  7

eparins

nfractionated  heparin  (UFH)

he  major  anticoagulant  effect  of  heparin  is  due  to  pen-
asaccharide  present  in  one  third  of  heparin  molecules,
hich  binds  to  antithrombin  III  (ATIII).6 After  this  binding,
FH  catalyses  the  inactivation  of  IIa  (thrombin),  IXa,  and  Xa,
nd,  to  a  lesser  extent,  XIa  and  XIIa  factors.4 In  the  absence
f  heparin,  antithrombin  III  has  low  affinity  for  thrombin.
owever,  when  UFH  binds  to  ATIII,  the  thrombin-binding
ate  accelerates  from  100  to  1,000  times,  similarly  to  other
oagulation  factors  inhibited  by  it.  UFH  also  binds  strongly
o  several  plasma  proteins,  endothelial  cells,  macrophages,
nd  platelet  factor  4  (PF4),  which  results  in  low  bioavail-
bility,  inaccurate  pharmacokinetics,  and  heparin-induced
hrombocytopenia  (HIT).58

The  anticoagulant  activity  of  UFH  depends  on  both  the
umber  of  heparin  molecules  with  the  pentasaccharide
hain  in  its  composition  and  the  size  of  molecules  containing
he  pentasaccharide.  The  high  molecular  weight  heparins
ill  catalyze  the  inhibition  of  Xa  and  IIa  factors,  while

he  low  molecular  weight  heparins  will  only  inhibit  the  Xa
actor.58,59

Intravenous  administration  of  UFH  results  in  immediate
nticoagulation,  while  subcutaneous  administration  results
n  onset  of  action  within  1-2  hours.  The  anticoagulant  effect
s  both  molecular  weight  and  dose  dependent,  in  a  nonlin-
ar  manner,  and  increases  disproportionately  with  increased
ose.6 The  biological  half-life  of  heparin  increases  from
0  minutes  with  25  UI.kg-1 IV  to  60  minutes  with  100  UI.kg-1

nd  to  150  minutes  with  400  UI.kg-1.59

When  given  in  therapeutic  doses,  UFH  anticoagulation
s  monitored  by  the  activated  partial  thromboplastin  time
aPTT).  During  cardiopulmonary  bypass,  coagulation  inhibi-
ion  by  high  doses  of  heparin  is  monitored  by  the  activated
lotting  time  (ACT).  Subcutaneous  administration  of  small
oses  (5,000  IU)  for  prophylaxis  of  deep  venous  thrombo-
is  (DVT)  usually  does  not  change  the  aPTT.  One  of  the
dvantages  of  heparin  anticoagulation  is  the  reversal  by  pro-
amine.  Each  milligram  of  protamine  can  neutralize  100  IU
f  heparin.58

A  review  study  of  more  than  9,000  patients  undergo-
ng  neuraxial  block  with  prophylactic  doses  for  DVT  with
eparin  showed  no  cases  of  spinal  hematoma.60 However,
solated  cases  have  been  reported  subsequently  to  that
evision.9,16,10,61---63 In  patients  receiving  two-  daily  dose
egimen  of  subcutaneous  UFH  (5,000  IU)  there  is  no  con-
raindication  for  the  use  of  neuraxial  techniques.6 However,
here  are  insufficient  data  to  confirm  the  safety  of  neurax-
al  techniques  with  three  daily  doses,  despite  being  the  most
ffective  dosage  for  DVT  prevention.64

In  contrast  to  UFH  prophylactic  regimen,  anticoagulation
herapy  is  definitely  associated  with  increased  risk  of  spinal
ematoma4.  A  prospective  study  (n  =  342)  comparing  the
ncidence  of  spinal  hematoma  in  patients  with  and  without
herapeutic  doses  of  UFH  and  undergoing  lumbar  puncture

howed  incidence  of  2%  in  the  UFH  group.  The  risk  factors
ere:  (i)  less  than  1  hour  interval  between  the  onset  of  hep-
rin  and  lumbar  puncture;  (ii)  concomitant  use  of  ASA  at  the
ime  of  lumbar  puncture;  and  (iii)  traumatic  procedure.14
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ecently,  two  cases  of  epidural  hematoma  were  reported
ssociated  with  UFH  therapy  and  neuraxial  block.65,66

Heparinization  during  surgery  involves  the  use  of  5,000
o  10,000  U  of  heparin  intravenously  during  surgery,  par-
icularly  in  vascular  surgery  to  prevent  thrombosis  during
rtery  clamping.59 Most  published  cases  series  uses  the
ame  guidelines  for  neuraxial  anesthesia  management  in
hese  patients,  based  on  the  exclusion  of  high-risk  patients
preexisting  coagulopathy)  and  performing  the  neuraxial
echnique  at  least  one  hour  before  heparin  administration.60

tafford-Smith  showed  increased  incidence  of  bleeding
n  patients  on  ASA  associated  with  intraoperative  intra-
enous  heparin.  SEH  risk  increased  to  1:8,500  after  epidural
uncture  and  to  1:12,000  after  spinal  anesthesia,  even
hen  neuraxial  anesthesia  and  subsequent  heparinization
ccurred  after  one-hour  interval.35

In  cardiac  surgery,  the  benefits  of  thoracic  epidural  anes-
hesia  on  pulmonary  function  and  analgesia  are  evident,
ith  lower  intensity  for  arrhythmia  management  and  no
ffect  on  hospital  and  ICU  length  of  stay  and  mortality.67,68

owever,  the  benefits  must  be  evaluated  concerning  the
igh  risk  of  SEH.  The  probability  of  spinal  hematoma  in
atients  undergoing  cardiac  surgery  with  full  hepariniza-
ion  is  1:1,528  with  epidural  and  1:3,610  with  spinal
echniques.69,70 Experts  recommend  that  neuraxial  block  be
erformed  the  day  before  surgery  due  to  complete  surgical
eparinization.22,71,72 Because  neuraxial  blockade  in  cardiac
urgery  carries  significant  risks  without  improving  morbidity
nd  mortality,  there  is  discussion  whether  epidural  or  spinal
nesthesia  is  justified,  probably  with  the  contraindication  of
he  technique  in  this  group.72

ecommendations

.  In  patients  on  two  daily  prophylactic  doses  of  UFH  (5,000
IU)  there  are  no  contraindications  to  neuraxial  block  (D);6

.  The  safety  of  neuraxial  block  in  patients  receiving  pro-
phylactic  doses  of  UFH  above  10,000  IU  or  above  two
daily  doses  is  not  established.  Although  dosage  of  three
daily  doses  may  lead  to  increased  surgical  bleeding,  it
is  unclear  whether  there  is  an  increased  risk  for  spinal
hematoma  development  (D);6

.  Because  heparin-induced  thrombocytopenia  (HIT)  may
occur  during  UFH  administration,  platelet  count  should
be  done  before  neuraxial  technique  or  catheter  removal,
if  the  patient  is  on  HNF  for  five  or  more  days  (B);3

.  Wait  a  minimum  interval  of  4  hours  between  the  last  pro-
phylactic  dose  of  UFH  and  spinal/epidural  puncture  or
epidural  catheter  removal.  The  next  dose  of  prophylac-
tic  UFH  should  be  administered  at  least  one  hour  after
neuraxial  anesthesia  or  epidural  catheter  removal  (D);3

.  If  UFH  is  used  in  therapeutic  doses  to  perform  neurax-
ial  anesthesia,  administration  of  continuous  intravenous
heparin  therapy  should  be  discontinued  for  at  least
4  hours  before  puncture  or  catheter  removal,  and  it  is
necessary  to  check  the  return  of  normal  coagulation  by
determining  aPTT  or  ACT  (D);3
.  In  situations  of  intraoperative  heparinization,  the  follow-
ing  recommendations  should  be  considered:  1)  minimum
interval  of  one-hour  between  puncture  or  catheter  place-
ment  and  heparinization;  2)  do  not  perform  neuraxial

c
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N.M.  Fonseca  et  al.

block  in  patients  with  coagulopathy  or  on  anticoagu-
lants;  3)  wait  4  hours  between  the  last  dose  and  epidural
catheter  removal,  preferably  with  laboratory  coagula-
tion  tests;  4)  after  catheter  removal,  wait  one  hour  for
UFH  dose  application;  5)  although  the  occurrence  of  diffi-
cult  puncture  or  blood  output  from  puncture  needle  may
increase  the  risk  of  spinal  hematoma,  there  are  no  data
to  justify  surgery  cancellation  (A).6

ow molecular weight heparin (LMWH)

MWH  has  become  the  treatment  of  choice  for  both  preven-
ion  and  treatment  of  DVT,  due  to  the  greater  bioavailability
almost  100%)  after  subcutaneous  administration,  which
esults  in  higher  anticoagulant  effect  without  increasing
leeding  tendency  and  ease  of  use  without  the  need  for
lood  coagulation  monitoring.2

Pharmacology  of  LMWH  differs  from  UFH.  The  main  dif-
erences  are  the  highest  inhibitory  activity  against  the
a  factor  compared  with  thrombin  (IIa),  anticoagulant
ffect  difficult  monitoring  (factor  Xa  levels),  prolonged  half-
ife,  and  lack  of  complete  reversibility  with  protamine.58

ith  subcutaneous  administration,  peak  plasma  levels  are
eached  in  approximately  3-4  hours,  and  the  half-life  of
limination,  with  normal  renal  function,  is  within  4-

 hours.73,74 However,  the  anti-factor  Xa  activity  remains
onsiderable  (50%)  after  10-12  hours  of  administration.  If
reatinine  clearance  falls  below  30  mL.min-1,  the  half-life
oubles.74 Compared  to  UFH,  the  risk  of  thrombocytopenia
HIT)  is  10  times  lower.  However,  they  are  contraindicated
n  HIT  due  to  the  high  risk  of  cross-reaction,  approximately
0%.75

If  thromboprophylaxis  with  LMWH  is  prescribed  in  two
aily  doses  (30  mg),  compared  to  a  daily  dose  regimen,  the
isk  of  spinal  hematoma  may  be  increased,  as  the  minimum
evels  of  anti-Xa  activity  are  higher.76

The  use  of  LMWH  in  patients  undergoing  neuraxial  block
as  adopted  in  Europe  in  1987.  Dosages  used  were  20-40  mg

n  a  single  dose  12  hours  before  surgery.  To  prevent  the
ccurrence  of  spinal  hematoma,  guidelines  recommended
nsertion/removal  of  epidural  catheter  at  a  minimum  inter-
al  of  10-12  hours  after  the  last  dose  of  LMWH.  The
ubsequent  dose  was  restarted  after  8-12  hours.5,16 Thus,
eviews  involving  data  from  millions  of  patients  showed  that
he  use  of  neuraxial  block  in  subjects  on  LMWH  under  the
uropean  regime  was  safe,  with  report  of  only  one  case  of
pinal  hematoma.77,78

On  the  other  hand,  in  the  United  States,  enoxaparin
ntroduced  in  1993  had  no  recommendation  regarding  time
etween  drug  administration  and  neuraxial  block  or  catheter
emoval.  Enoxaparin  was  routinely  administered  in  the
mmediate  postoperative  period  at  a  dose  of  30  mg  twice
aily.  After  five  years  of  use,  the  Food  and  Drug  Administra-
ion  (FDA)  accumulated  reports  of  43  patients  undergoing
euraxial  blocks  who  developed  spinal  hematoma.79 In  1998,
3  cases  of  spinal  hematoma  associated  with  LMWH  had  been
eported  in  Europe,  while  in  United  States,  it  reached  60

ases.24 Reasons  for  the  high  rates  were  attributed  to:  (i)
igher  daily  dose  prescription  of  LMWH;  (ii)  more  frequent
oses,  possibly  leading  to  higher  minimum  blood  level  during
atheter  insertion/removal;  (iii)  lack  of  practical  guidelines
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for  neuraxial  block  and  LMWH  administration;  (iv)  lack  of
larger  series.19,24

After  the  Second  American  Society  of  Regional  Anesthesia
(ASRA)  resolution  in  2003,  studies  in  the  English  literature
reported  10  cases  related  to  the  combination  of  LMWH  and
spinal  hematoma.  Five  additional  cases  were  reported  by  the
Royal  College  of  Anesthetists  Consensus  in  the  UK  in  97,925
epidural  blocks,  but  without  proven  evidence  of  association
with  anticoagulant  drugs.12

Recommendations

1.  Antiplatelet  drugs  and  oral  anticoagulants  concomitantly
administered  with  LMWH  increase  the  risk  of  spinal
hematoma,  and  in  such  conditions  blockade  is  contraindi-
cated.  In  patients  on  ASA,  it  seems  prudent  to  administer
the  thromboprophylatic  dose  of  heparin  postoperatively
(B).36 In  these  patients,  if  LMWH  is  administered  preop-
eratively,  wait  24  hours  to  perform  blockade  or  catheter
removal  due  to  increased  risk  of  bleeding  (C);6

2.  Bleeding  during  needle  or  catheter  insertion  does  not  jus-
tify  surgery  cancellation.  The  beginning  of  therapy  with
LMWH  in  this  circumstance  should  occur  24  hours  after
the  end  of  surgery  (D);6

3.  In  preoperative  patients  receiving  LMWH  thrombopro-
phylaxis,  neuraxial  block  is  recommended  10-12  hours
after  the  last  dose  of  LMWH  (D);6

4.  In  patients  on  therapeutic  doses  of  LMWH,  such  as  enoxa-
parin  1  mg.kg-1 every  12  hours,  enoxaparin  1.5  mg.kg-1

per  day,  dalteparin  120  IU.kg-1 every  12  hours,  dalteparin
200  IU.kg-1 per  day  or  tinzaparin  175  IU.kg-1 per  day,  an
interval  of  at  least  24  hours  is  recommended  between  the
last  dose  and  neuraxial  block  to  ensure  normal  hemosta-
sis  (D);6

5.  Patients  under  prophylactic  regimen  of  LMWH  every
12  hours  (enoxaparin  30  mg  twice  daily),  one  dose  should
be  omitted  to  enable  a  24  hours  interval  before  neuraxial
block  or  catheter  removal  (A);3

6.  Regarding  LMWH  postoperative  use,  the  first  dose  should
be  administered  6-8  hours  after  surgery.  A  second  dose  of
LMWH  should  not  be  administered  before  24  hours  of  the
first  dose.  Thus,  epidural  catheter  may  be  safely  main-
tained.  However,  epidural  catheter  removal  should  only
be  done  after  10-12  hours  of  the  last  dose.  The  subse-
quent  dose  of  LMWH  after  catheter  removal  should  be
administered  after  2  hours.  No  drugs  that  alter  hemosta-
sis  should  be  given  due  to  the  risk  of  additive  effects
(D);6

7.  In  patients  under  twice  daily  dosage  regimen,  there  is
greater  risk  of  spinal  hematoma,  and  continued  monitor-
ing  is  recommended.  The  first  dose  of  LMWH  should  be
administered  24  hours  after  the  end  of  surgery,  regardless
of  the  anesthetic  technique,  and  only  in  the  presence  of
adequate  surgical  hemostasis.  Epidural  catheter  should
be  removed  before  restarting  LMWH  regimen.  If  the  tech-
nique  of  continuous  analgesia  is  chosen,  catheter  may

be  maintained  until  the  morning  of  the  day  following
surgery,  provided  that  removed  before  the  first  dose  of
LMWH,  which  may  be  administered  2  hours  after  catheter
removal  (D).6
taking  anticoagulants  9

itamin K  antagonists (coumarins)

itamin  K  antagonists  include  acenocoumarol,  phenpro-
oumon,  and  warfarinas.  These  drugs  inhibit  the  gamma-
arboxylation  synthesis  of  vitamin  K-dependent  factors  (II,
II,  IX,  X)  and  C  and  S  proteins,  which  makes  them  unable
o  bind  phospholipid  in  platelet  membranes  during  coagu-
ation.  Prothrombin  time  (PT)  and  international  normalized
atio  (INR)  are  tests  commonly  used  to  monitor  these  drugs
nd  reflect  the  plasma  activity  of  three  (II,  VII,  and  X)  of
he  four  clotting  factors.  Clinical  experiences  suggest  that
he  40%  activity  level  of  each  factor  is  adequate  for  nor-
al  hemostasis,  or  near  normal.80 INR  of  1.5  is  associated
ith  the  40%  activity  of  factor  VII.81 Because  factor  VII
as  a shorter  half-life  (about  6  hours),  the  initial  increase
f  INR  when  coumarin  anticoagulants  are  used  reflects  the
oss  of  factor  VII  activity.  However,  these  drugs  therapeu-
ic  effect  is  more  dependent  on  the  reduction  of  factors
I  and  X,  which  have  half-lives  relatively  longer,  60  to
2  hours  and  24  to  36  hours,  respectively.  After  warfarin  dis-
ontinuation,  factor  II  is  the  latest  to  normalize.82 Thus,
fter  drug  discontinuation,  INR  may  return  to  near  nor-
al  values  due  to  the  activity  restoration  of  factor  VII.
owever,  factors  II  and  X  may  not  have  been  restored  to
ormal  hemostatic  levels.81 Its  anticoagulant  effect  can  be
ffectively  prevented  by  vitamin  K,  fresh  frozen  plasma  or
rothrombin  complex  concentrate  (II,  VII,  IX,  and  X  factors)
dministration.2

Although  the  ASRA  has  recommended  epidural  catheter
emoval  with  INR  less  than  1.5,  this  value  has  been  con-
idered  as  conservative.  Reports  show  epidural  catheter
emoval  with  INR  higher  and  uneventful.83,84 If  it  occurs  in
he  first  48  hours  of  medication  use,  it  is  likely  that  there
re  adequate  levels  of  clotting  factors  activity,  particularly
I  and  X  factors.  Beyond  this  period,  all  vitamin  K-dependent
lotting  factors  will  be  affected.  There  was  no  reported  case
f  spinal  hematoma  in  11,235  patients  receiving  epidural
nalgesia  after  total  knee  arthroplasty,  and  treated  with
arfarin  (5-10  mg)  started  the  night  before  the  procedure.
pidural  catheters  were  removed  48  hours  postoperatively.
ean  INR  at  recession  time  of  was  1.5  (0.9-4.3).  INR  was

ess  than  1.5  in  approximately  40%  of  cases.  These  series
uggest  that  not  only  the  INR  value  should  be  considered
uring  epidural  catheter  management,  but  also  the  dura-
ion  of  therapy  with  warfarin,  and  that  a  prolonged  time  for
ore  than  48  hours  may  represent  significant  increased  risk

f  hematoma.84

Perioperative  management  of  patients  on  warfarin
emains  controversial.  Recommendations  are  based  on  drug
harmacology,  clinically  relevant  levels,  and  deficiency  of
itamin  K-dependent  clotting  factors,  case  series,  and  spinal
ematoma  reports.6

ecommendations

.  Neuraxial  blockade  should  only  be  performed  4-5  days
after  drug  discontinuation,  confirmed  by  normal  INR.

Consider  that  in  the  first  three  days  after  drug  discon-
tinuation,  coagulation  (reflected  primarily  by  levels  of
factors  II  and  X)  may  not  be  adequate  for  hemostasis,
despite  a  decrease  in  INR  (indicating  a  return  of  factor



1

2

3

4

F

F

F
i
n
i
b
l
H
a
p
t

s
g
B
w
c
a
d
f
b
w
d
o
3
1
o
n

(
p
a

R

1

2

R

R
a
k
6
p
e
a
f

e
a
h

a
e
a
w
s
c
r

R

1

2

3

A

A
I
f
a
p
1
T
e
e

o
E
w
a

0  

VII  activity).  Appropriate  levels  of  factors  II,  VII,  IX,  and
X  may  not  be  present  until  INR  is  within  the  reference
range  (B);6

.  If  warfarin  thromboprophylaxis  was  initiated  postopera-
tively,  remove  neuraxial  catheter  with  an  INR  less  than
1.5.  This  value  was  obtained  from  studies  that  correlated
hemostasis  with  clotting  factor  activity  levels  greater
than  40%.  In  these,  neurological  monitoring  must  be  kept
for  least  24  hours  after  catheter  removal  (D);6

.  When  replacing  coumarin  by  LMWH  or  UFH  preopera-
tively,  consider  the  UFH  and  LMWH  recommendations  for
neuraxial  block  (D);2

.  If  patient  is  on  low  doses  of  warfarin  during  epidural
analgesia,  INR  monitoring  should  be  done  daily  (D).6

actor Xa inhibitors

ondaparinux  (Arixtra®)

ondaparinux  is  a  synthetic  selective  pentasaccharide  that
ndirectly  inhibits  factor  Xa.  Unlike  the  LMWH,  it  has
o  effect  on  factor  IIa  (thrombin).  Platelet  aggregation
s  unaffected.3 This  compound  has  approximately  100%
ioavailability  after  subcutaneous  administration  and  half-
ife  of  elimination  of  18-21  hours,  primarily  by  the  kidneys.
alf-life  is  prolonged  to  36-42  hours  when  creatinine  clear-
nce  is  less  than  50  mL.min-1,  and  is  contraindicated  in
atients  with  clearance  less  than  30  mL.min-1.85 Prophylac-
ic  dose  is  2.5  mg  via  subcutaneous  rout  once  daily.

Fondaparinux  is  usually  administered  6-12  hours  after
urgery,  as  its  preoperative  use  may  increase  the  risk  of  sur-
ical  bleeding  without  improving  antithrombotic  efficacy.86

ecause  it  is  used  postoperatively,  there  are  no  problems
ith  single  puncture  neuraxial  anesthesia.  However,  if  the
atheter  is  inserted,  it  should  be  removed  only  in  the
bsence  of  fondaparinux  plasma  levels.  The  recommen-
ations  for  epidural  catheter  management  in  patients  on
ondaparinux  are  based  on  the  conditions  used  in  the  study
y  Singelyn  et  al.87 This  study  evaluated  5,387  patients,  of
hom  1,428  underwent  regional  anesthesia,  and  the  single
ose  of  fondaparinux  the  night  before  catheter  removal  was
mitted.  Thus,  the  research  team  ensured  an  interval  of
6  hours  between  the  last  dose  and  catheter  removal  and
2  hours  between  catheter  removal  and  the  subsequent  dose
f  fondaparinux.  There  was  no  case  of  spinal  hematoma  and
o  increased  risk  of  DVT.87

According  to  the  American  College  of  Chest  Physicians
ACCP),  even  with  two  reported  cases  of  HIT  with  fonda-
arinux,  its  use  in  patients  with  a  history  of  HIT  is  suggested
s  an  option  to  UFH  or  LMWH.88

ecommendations

.  At  prophylactic  dose  (2.5  mg)  fondaparinux  may  be  used
in  postoperative  with  atraumatic  neuraxial  anesthesia.
If  used,  epidural  catheter  should  be  removed  only  after

36  hours  of  the  last  dose  and  the  subsequent  dose  admin-
istered  only  after  12  hours  of  removal  (D);3

.  Neuraxial  aneshesia  is  contraindicated  when  fonda-
parinux  (5-10  mg.day-1)  is  used  in  therapeutic  doses  due
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N.M.  Fonseca  et  al.

to  the  risk  of  unpredictable  residual  effect  in  the  body
(D).3

ivaroxaban (Xarelto®)

ivaroxaban  is  a  selective  inhibitor  of  factor  Xa.  It  is  orally
dministered  and  approved  for  DVT  prevention  after  total
nee  and  hip  replacement  surgery.  Treatment  is  initiated
-8  hours  after  surgery;  with  a  single  dose  of  10  mg,  peak
lasma  levels  are  achieved  in  2-4  hours.  Studies  show  better
fficacy  compared  to  enoxaparin  for  thromboprophylaxis,89

s  well  as  compared  to  heparins  and  vitamin  K  antagonists
or  treating  DVT.90

Rivaroxaban  has  a half-life  of  5-9  hours,  is  poorly  influ-
nced  by  renal  function  (33%  clearance  occurs  via  kidneys),
s  it  also  has  hepatic  clearance.  However,  in  the  elderly,  the
alf-life  may  be  prolonged  to  11-13  hours.3

Rivaroxaban  prolongs  aPTT  and  HepTest,  but  these  tests
re  not  recommended  to  evaluate  the  drug  anticoagulant
ffect.91 Prothrombin  time  (PT)  is  influenced  by  rivarox-
ban  in  a  dose  dependent  manner,  with  close  correlation
ith  plasma  concentrations,92 and  should  be  measured  in

econds  and  not  by  IRN.  However,  routine  monitoring  is  not
onsidered  necessary.  Similar  to  most  new  anticoagulants,
ivaroxaban  cannot  be  antagonized.2

ecommendations

.  Due  to  the  lack  of  prospective  studies,  an  interval
greater  than  two  half-lives  of  elimination  is  recom-
mended  (24  hours)  to  perform  neuraxial  block  or  epidural
catheter  removal;28

.  Because  peak  plasma  level  occurs  within  2-4  hours,  the
subsequent  dose  should  be  given  4-6  hours  after  catheter
removal  (D);28

.  If  there  is  traumatic  puncture  with  bleeding,  rivaroxaban
should  be  delayed  for  24  hours  (D).91

pixaban (Eliquis®)

pixaban  is  a  direct  factor  Xa  inhibitor,  administered  orally.
t  has  60%  bioavailability  and  does  not  require  biotrans-
ormation  for  activation.93 In  contrast  with  vitamin  K
ntagonists,  apixaban  does  not  interact  with  food.  Peak
lasma  levels  are  reached  in  3  hours,  half-life  is  about
2  hours  (10-15  hours),  and  two  daily  doses  are  required.93,94

here  is  no  need  for  routine  coagulation  monitoring.  Kidneys
liminate  only  25%  and  the  hepatic  and  biliary  metabolisms
liminate  75%,  excreted  via  the  bowel.

Randomized  studies  have  shown  the  efficacy  and  safety
f  apixaban  after  knee  and  hip  replacement  surgeries.95---97

valuation  of  18,201  individuals  with  atrial  fibrillation,
hich  compared  apixaban  with  warfarin,  showed  that  apix-
ban  was  superior  in  thromboprophylaxis,  with  low  risk  of

leeding  and  lower  mortality  rate.98 Based  on  these  stud-
es,  apixaban  is  likely  to  be  approved  for  anticoagulation  in
on-valvular  atrial  fibrillation  and  thromboprophylaxis  in  hip
nd  knee  surgeries.
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SBA  Recommendations  for  regional  anesthesia  safety  in  pati

Recommendations

1.  Use  the  same  rules  for  new  anticoagulants;  i.e.,  interval
of  two  half-lives  of  elimination  (20-30  hours)  to  perform
neuraxial  block  or  remove  epidural  catheter  (D);3

2.  After  catheter  removal,  restart  apixaban  within  4-6  hours
(D).3

Thrombin inhibitors

Dabigatran  (Pradaxa®)

Dabigatran  is  a  new  thrombin  reversible  inhibitor  orally
administered  and  recently  approved  for  DVT  prophylaxis
in  patients  undergoing  hip  or  knee  replacement  surgery.99

Dabigatran  is  administered  as  the  prodrug  (dabigatran  etex-
ilate),  which  is  converted  to  dabigatran  by  plasma  esterases.
This  compound  has  a  half-life  of  12-17  hours,  eliminated
mainly  by  the  kidney,  and  cannot  be  antagonized.  After
administration,  peak  plasma  levels  are  reached  in  2-4  hours.
Effects  of  continuous  use  may  persist  for  5-7  days,  depending
on  renal  function.1

Treatment  is  initiated  1-4  hours  after  surgery  at  doses
ranging  from  75  mg  (creatinine  clearance  30-50  mL.min-1)
to  110  mg  (normal  renal  function).  Dosage  is  escalated
to  150  mg  to  220  mg  on  subsequent  days.  Dabigatran  pro-
longs  aPTT  without  linear  effect.  Thrombin  time  (TT)
is  particularly  sensitive  and  reference  for  anticoagula-
tion  management,  with  linearity  between  dose-response
in  therapeutic  concentrations.1 Anticoagulation  reversal  is
theoretically  possible  by  administration  of  recombinant  fac-
tor  VIIa,  although  not  clinically  tested.100

The  effectiveness  of  dabigatran  (220  mg)  for  DVT  pre-
vention  is  compared  to  that  of  enoxaparin  (40  mg.day-1)
and  without  increased  bleeding.101 Preliminary  studies  of
dabigatran  and  neuraxial  block  were  conducted  with  epidu-
ral  catheter  removal  4-6  hours  before  the  first  dose.  There
is  no  study  of  patients  on  dabigatran  and  use  of  epidural
catheters.

Recommendations

1.  Because  DVT  prophylaxis  with  dabigatran  is  initiated
postoperatively,  there  is  no  limitation  to  simple  neuraxial
block  (D);3

2.  Dabigatran  discontinuation  should  be  at  least  seven  days
before  neuraxial  block  to  allow  return  to  normal  coagu-
lation  (D);1

3.  The  half-live  of  12-17  hours  suggests  a  34  hours  inter-
val  between  the  last  dose  and  catheter  management  or
removal.  However,  the  manufacturer’s102 recommenda-
tion  is  to  avoid  epidural  catheter  in  patients  on  this  drug
and  that  the  first  dose  should  be  administered  at  least

2  hours  after  catheter  removal  (D);3

4.  However,  because  plasma  level  can  be  reached  in  2  hours,
it  is  prudent  to  observe  a  minimum  interval  of  6  hours
after  catheter  removal  to  start  drug  administration  (D).2
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rgatroban (Argatra®)

rgatroban  is  a direct  thrombin  reversible  inhibitor  that
inds  to  the  different  forms  of  thrombin.103,104 It  is  indicated
or  patients  with  thrombosis  associated  with  heparin-
nduced  thrombocytopenia  (HIT)  by  the  lack  of  interaction
ith  platelet  factor  4  (PF4).2

Argatroban  is  administered  by  continuous  IV  infusion  and
liminated  exclusively  by  the  liver,  and  may  be  used  in  renal
ailure.  The  dose  of  0.5-2  �g.kg.min-1 is  adjusted  to  maintain
PTT  within  1.5  to  3  of  the  normal  value.  In  patients  with
ood  liver  function,  aPTT  normalization  occurs  2-4  hours
rom  the  end  of  infusion  due  to  the  short  half-life  of  35-
5  minutes.105

ecommendations

.  The  insertion  of  spinal/epidural  needle/catheter  should
be  made  at  least  4  hours  after  drug  discontinuation.  The
drug  reintroduction  time  after  the  blockade  or  catheter
removal  is  2  hours  and  always  excluded  residual  coagu-
lant  effect  by  aPTT  and  ACT  measurements  (D);2

.  If  the  patient  is  under  argatroban  therapy  due  to  diag-
nosis  of  acute  HIT,  treatment  should  not  be  discontinued
because  of  the  risk  of  thromboembolism  and,  therefore,
blockade  is  contraindicated  (D).2

esirudin (Iprivask®) e lepirudin (Refludan®)

ecombinant  hirudins  (lepirudin  and  desirudin)  are  from
he  first  generation  of  direct  thrombin  inhibitors  and  are
arenterally  administered.  They  have  no  interaction  with
latelet  factor  4  (PF4)  and,  therefore,  do  not  trigger
eparin-induced  thrombocytopenia  (HIT).  Desirudin  is  indi-
ated  for  DVT  prophylaxis  and  lepirudin  for  DVT  treatment
f  patients  with  history  of  HIT.3

Both  lepirudin  and  desirudin  have  half-lives  of  1.3-
 hours,  but  it  increases  significantly  in  renal  failure.  Due
o  the  potential  risk  of  bleeding,  the  anticoagulant  effect  of
irudin  should  be  routinely  monitored  with  aPTT  or  ecarin
lotting  time  (ECT).106

ecommendations

.  In  patients  with  normal  renal  function,  wait  8-10  hours
from  last  dose  to  perform  neuraxial  block  with  or  without
epidural  catheter  installation  (D);3

.  In  patients  with  normal  renal  function,  wait  8-10  hours
from  last  dose  to  remove  catheter  (A);3

.  Wait  2-4  hours  to  restart  these  drugs  after  puncture  or
epidural  catheter  removal  (D);3

.  Absence  of  residual  anticoagulant  effect  should  always
be  confirmed  by  determining  aPTT  and  ECT  (D).3

euraxial block and laboratory tests
urrent  guidelines  and  consensus  state  that  neuraxial  block
hould  not  be  performed  in  patients  with  thrombocytopenia;
owever,  none  of  them  determine  the  minimum  limit  of
latelets  number  to  perform  neuraxial  block.4
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Platelet  function  appears  to  be  more  important  than
he  isolated  number  of,  platelet.107 Researchers  suggest  a
latelet  count  greater  than  50,000.mm-3 with  preserved
unction  as  acceptable,  while  a  platelet  count  greater  than
00,000.mm-3 is  acceptable  without  considering  evaluation
est  of  platelet  function.108,109

A  recent  study  reported  that  in  the  absence  of  risk
actors,  platelet  count  >  80,000.mm-3 is  considered  safe
o  perform  spinal/epidural  blocks  and  platelet  count  >
0,000.mm-3 to  perform  simple  lumbar  puncture.110

Regarding  secondary  hemostasis,  the  40%  activity  level
f  each  factor  is  adequate  or  near  normal  for  normal
emostasis.80 INR  of  1.5  is  associated  with  the  40%  activity  of
actor  VII.  Bleeding  may  occur  if  the  level  of  any  coagulation
actor  is  reduced  to  20-40%  of  its  normal  value.81

ecommendations

.  Epidural  or  spinal  blocks,  in  the  absence  of  risk  factors  for
bleeding,  may  be  performed  with  platelet  count  above
80,000.mm-3 (D);110

.  INR  <1.5  is  considered  safe  to  perform  neuraxial  blocks
(D).6

eripheral nerve blocks and anticoagulants

lthough  spinal  hematoma  is  the  most  important  hemor-
hagic  complication  of  regional  anesthesia  because  of  the
atastrophic  nature  of  bleeding  into  a  restricted  and  non-
ompressible  space,  the  associated  risk  after  plexus  and
eripheral  nerve  blocks  remains  undefined.

The  presence  of  hematoma  may  increase  morbidity  and
ortality,  and  there  are  reported  cases  involving  retroperi-

oneal  hematoma  after  lumbar  plexus  block  with  the  use
f  enoxaparin  or  clopidogrel.  In  one  of  these  reports,  the
atheter  inserted  into  the  lumbar  plexus  was  removed
.5  hours  after  the  last  dose  of  heparin.111,112

Although  most  of  the  cases  have  evolved  without  neuro-
ogical  damage,  there  was  extension  of  the  hospital  stay,
ith  injury  and  patient  dissatisfaction,  as  well  as  need

or  transfusion  of  packed  red  blood  cells.  Some  showed
eficits  engines  and  sensitives,  renal  failure  and  death  by
leeding.111---113

The  German  Society  of  Anesthesiology  and  Intensive
are  Medicine  adopts  the  same  recommendations  for  neu-
axial,  peripheral  nerve,  and  plexus  blocks  in  patients  on
ntithrombotic  drugs.114 The  Austrian  Society  differenti-
tes  neuraxial  blocks  from  deep  or  superficial  peripheral
locks.115 These  latter,  similar  to  axillary  brachial  plexus,
emoral  nerve,  and  distal  sciatic  blocks,  may  be  performed
ith  the  use  of  ASA  and  anticoagulants.115

With  the  increasing  use  of  ultrasound  to  aid  peripheral
erve  and  plexus  blocks,  the  number  of  complications,  such
s  vascular  puncture,  decreased  because  of  the  dynamic
isualization  of  structures  adjacent  to  the  nerve  to  be
locked.116 Thus,  evidence  probably  will  demonstrate  the

ctual  decrease  in  complication  rates  with  this  technique
nd,  therefore,  recommend  the  relatively  safe  use  of  periph-
ral  nerve  blocks  guided  by  ultrasound  in  anticoagulated
atients.
N.M.  Fonseca  et  al.

ecommendations

.  Respect  the  interval  between  LMWH  administration  and
insertion/removal  of  catheters  similar  to  those  used  for
neuraxial  blocks  (D);3

.  Do  not  remove  any  catheter  in  the  period  of  anticoagu-
lant  greatest  activity  (D);3

.  Because  morbidity  is  associated  with  retroperitoneal
hematoma,  paravertebral  or  lumbar  plexus  blocks  have
the  same  recommendations  used  in  neuraxial  blocks
(D).111

.  Superficial  blocks,  such  as  axillary,  femoral  or  distal  sci-
atic,  may  be  performed  with  the  use  of  anticoagulation
or  antiplatelet  therapy  (D).111

onflicts of  interest

he  authors  declare  no  conflicts  of  interest.

eferences

1. Horlocker TT. Regional anaesthesia in the patient receiv-
ing antithrombotic and antiplatelet therapy. Br J Anaesth.
2011;107:96---106.

2. Vandermeulen E. Regional anaesthesia and anticoagulation.
Best Pract Res Clin Anaesthesiol. 2010;24:121---31.

3. Gogarten W, Vandermeulen E, Van Aken H, et al. Regional
anaesthesia and antithrombotic agents: recommendations of
the European Society of Anaesthesiology. Eur J Anaesthesiol.
2010;27:999---1015.

4. Green L, Machin SJ. Managing anticoagulated patients during
neuraxial anaesthesia. Br J Haematol. 2010;149:195---208.

5. Tryba M. Epidural regional anesthesia and low molecular hep-
arin: Pro. Anasthesiol Intensivmed Notfallmed Schmerzther.
1993;28:179---81.

6. Horlocker TT, Birnbach DJ, Connis RT, et al. Practice advisory
for the prevention, diagnosis, and management of infectious
complications associated with neuraxial techniques: a report
by the American Society of Anesthesiologists Task Force on
infectious complications associated with neuraxial techniques.
Anesthesiology. 2010;112:530---45.

7. Schroeder DR. Statistics: detecting a rare adverse drug reac-
tion using spontaneous reports. Reg Anesthesia Pain Med.
1998;23:183---9.

8. Moen V, Dahlgren N, Irestedt L. Severe neurological
complications after central neuraxial blockades in Sweden
1990-1999. Anesthesiology. 2004;101:950---9.

9. Cameron CM, Scott DA, McDonald WM, et al. A review
of neuraxial epidural morbidity: experience of more than
8000 cases at a single teaching hospital. Anesthesiology.
2007;106:997---1002.

10. Christie IW,  McCabe S. Major complications of epidural anal-
gesia after surgery: results of a six-year survey. Anaesthesia.
2007;62:335---41.

11. Popping DM, Zahn PK, Van Aken HK, et al. Effectiveness and
safety of postoperative pain management: a survey of 18 925
consecutive patients between 1998 and 2006 (2nd revision): a
database analysis of prospectively raised data. Br J Anaesth.
2008;101:832---40.
12. Cook TM, Counsell D, Wildsmith JA. Major complications of
central neuraxial block: report on the third national audit
project of the royal college of anaesthetists. Br J Anaesth.
2009;102:179---90.

http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0005
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0010
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0015
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0020
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0025
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0030
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0035
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0040
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0045
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0050
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0055
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0060


ents  

coronary or cerebral atherosclerotic disease. Circulation.
SBA  Recommendations  for  regional  anesthesia  safety  in  pati

13. Brem SS, Hafler DA, Van Uitert RL, et al. Spinal subarachnoid
hematoma: a hazard of lumbar puncture resulting in reversible
paraplegia. N Eng J Med. 1981;304:1020---1.

14. Ruff RL, Dougherty Jr JH. Complications of lumbar puncture
followed by anticoagulation. Stroke. 1981;12:879---81.

15. Owens EL, Kasten GW, Hessel EA. Spinal subarachnoid
hematoma after lumbar puncture and heparinization: a case
report, review of the literature, and discussion of anesthetic
implications. Anesth Analg. 1986;65:1201---7.

16. Vandermeulen EP, Van AH, Vermylen J. Anticoagulants and
spinal-epidural anesthesia. Anesth Analg. 1994;79:1165---77.

17. Wulf H Epidural anaesthesia and spinal haematoma. Can J
Anaesth. 1996;43:1260---71.

18. Horlocker TT, Wedel DJ. Neuraxial block and low-molecular-
weight heparin: balancing perioperative analgesia and
thromboprophylaxis. Reg Anesth Pain Med. 1998;23:164---77.

19. Tryba M, Wedel DJ. Central neuraxial block and low molecular
weight heparin (enoxaparine): lessons learned from different
dosage regimes in two continents. Acta Anaesthesiol Scand.
1997;111:100---4.

20. Lawton MT, Porter RW, Heiserman JE. Surgical management
of spinal epidural hematoma: relationship between surgical
timing and neuro-logical outcome. J Neurosurg. 1995;83:1---7.

21. Meikle J, Bird S, Nightingale JJ, et al. Detection and man-
agement of epidural haematomas related to anaesthesia in
the UK: a national survey of current practice. Br J Anaesth.
2008;101:400---4.

22. Tryba M. European practice guidelines: thromboembolism
prophylaxis and regional anesthesia. Reg Anesth Pain Med.
1998;23:178---82.

23. Gogarten W,  Van Aken H, Buttner J, et al. Neuraxial
blockade and thromboembolism prophylaxis/antithrombotic
therapy: revised recommendations of the German Society of
Anaesthesiology and Intensive Care. Anasthesiol Intensivmed
Notfallmed Schmerzth. 2003;44:218---30.

24. Horlocker TT, Wedel DJ, Benzon H, et al. Regional anesthesia
in the anticoagulated patient: defining the risks (the second
ASRA Consensus Conference on Neuraxial Anesthesia and Anti-
coagulation). Reg Anesth Pain Med. 2003;28:172---97.

25. Llau Pitarch JV, De Andres Ibanez J, Gomar Sancho C. Guide-
lines of hemostasis inhibiting drugs and neuraxial anaesthesia
(Spanish). Rev Esp Anestesiol Reanim. 2005;52:413---20.

26. Vandermeulen E, Singelyn F, Vercauteren M, et al. Belgian
guidelines concerning central neural blockade in patients with
drug-induced alteration of coagulation: an update. Acta Anaes-
thesiol Belg. 2005;56:139---46.

27. Llau JV, De AJ, Gomar C. Anticlotting drugs and regional anaes-
thetic and analgesic techniques: comparative update of the
safety recommendations. Eur J Anaesthesiol. 2007;24:387---98.

28. Rosencher N, Bonnet MP, Sessler DI. Selected new
antithrombotic agents and neuraxial anaesthesia for major
orthopaedic surgery: management strategies. Anaesthesia.
2007;62:1154---60.

29. Cronberg S, Wallmark E, Soderberg I. Effect on platelet aggre-
gation of oral administration of 10 non-steroidal analgesics to
humans. Scand J Haematol. 1984;33:155---9.

30. Leese PT, Hubbard RC, Karim A, et al. Effects of celecoxib,
a novel cyclooxygenase-2 inhibitor, on platelet function in
healthy adults: a randomized, controlled trial. J Clin Pharma-
col. 2000;40:124---32.

31. Serebruany VL, Steinhubl SR, Berger PB, et al. Analysis of risk
of bleeding complications after different doses of aspirin in
192.036 patients enrolled in 31 randomized controlled trials.
Am J Cardiol. 2005;95:1218---22.

32. Clasp (Collaborative Low-dose Aspirin Study in Pregnancy) Col-

laborative Group Clasp: a randomised trial of low-dose aspirin
for the prevention and treatment of pre-eclampsia among 9364
pregnant women. Lancet. 1994;343:619---29.
taking  anticoagulants  13

33. Horlocker TT, Wedel DJ, Schroeder DR, et al. Preoperative
antiplatelet therapy does not increase the risk of spinal
hematoma associated with regional anesthesia. Anesth Analge.
1995;80:303---9.

34. Horlocker TT, Bajwa ZH, Ashraf Z, et al. Risk assessment
of hemorrhagic complications associated with nonsteroidal
antiinflammatory medications in ambulatory pain clinic
patients undergoing epidural steroid injection. Anesth Analge.
2002;95:1691---7.

35. Stafford-Smith M. Impaired haemostasis and regional anaes-
thesia. Can J Anaesth. 1996;43:129---41.

36. Hull R, Pineo G, MacIsaac S. Low-molecular-weight hep-
arin prophylaxis: preoperative versus postoperative initiation
in patients undergoing elective hip surgery. Thromb Res.
2000;101:155---62.

37. Patrono C, Baigent C, Hirsh J, et al. Antiplatelet drugs:
American College of Chest Physicians Evidence-Based Clinical
Practice Guidelines. 8th ed. Chest. 2008;133:199---233.

38. Burger W, Chemnitius JM, Kneissl GD, et al. Low-dose aspirin
for secondary cardiovascular prevention: cardiovascular risks
after its perioperative withdrawal versus bleeding risks with
its continuation: review and meta-analysis. J Intern Med.
2005;257:399---414.

39. Ferrari E, Benhamou M, Cerboni P, Marcel B. Coronary syn-
dromes following aspirin withdrawal: a special risk for late
stent thrombosis. J Am Coll Cardiol. 2005;45:456---9.

40. Collet J, Montalescot G, Blanchet B, et al. Impact of prior
use or recent withdrawal of oral antiplatelet agents on acute
coronary syndromes. Circulation. 2004;110:2361---7.

41. Herren T, Stricker H, Haeberli A, et al. Fibrin formation and
degradation in patients with arteriosclerotic disease. Circula-
tion. 1994;90:2679---86.

42. Fleisher LA, Beckman JA, Brown KA, et al. ACC/AHA 2007
Guidelines on Perioperative Cardiovascular Evaluation and
Care for Noncardiac Surgery: Executive Summary. Circulation.
2007;116:1971---96.

43. Douketis JD, Spyropoulos AC, Spencer FA, et al. Periopera-
tive management of antithrombotic therapy and prevention
of thrombosis. 9th ed. American College of Chest Physi-
cians Evidence-Based Clinical Practice Guidelines. Chest.
2012;141:S326---50.

44. Vandermeulen E. Is anticoagulation and central neural
blockade a safe combination? Curr Opin Anaesthesiol.
1999;12:539---43.

45. Denninger MH, Necciari J, Serre-Lacroix E, Sissmann J. Clopid-
ogrel antiplatelet activity is independent of age and presence
of atherosclerosis. Semin Thromb Hemost. 1999;25(S2):41---5.

46. Fox KA, Mehta SR, Peters R, et al. Benefits and risks of
the combination of clopidogrel and aspirin in patients under-
going surgical revascularization for non ST-elevation acute
coronary syndrome: the clopidogrel in unstable angina to
prevent recurrent ischemic events (Cure) trial. Circulation.
2004;110:1202---8.

47. Angiolillo DJ, Bhatt DL, Gurbel PA, et al. Advances in
antiplatelet therapy: agents in clinical development. Am J
Cardiol. 2009;103:40---51.

48. Wiviott SD, Braunwald E, McCabe CH, et al. Prasugrel versus
clopidogrel in patients with acute coronary syndromes. N Eng
J Med. 2007;357:2001---15.

49. Coller BS. Anti-GPIIb/IIIa drugs: current strategies and future
directions. Thromb Haemost. 2001;86:427---43.

50. Harrington RA, Armstrong PW, Graffagnino C, et al. Dose-
finding, safety, and tolerability study of an oral platelet
glycoprotein IIb/IIIa inhibitor, lotrafiban, in patients with
2000;102:728---35.
51. Brown DL, Fann CS, Chang CJ. Meta-analysis of effec-

tiveness and safety of abciximab versus eptifibatide or

http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0065
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0070
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0075
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0080
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0085
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0090
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0095
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0100
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0105
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0110
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0115
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0120
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0125
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0130
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0135
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0140
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0145
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0150
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0155
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0160
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0165
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0170
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0175
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0180
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0185
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0190
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0195
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0200
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0205
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0210
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0215
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0220
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0225
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0230
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0235
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0240
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0245
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0250
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255


1
4  

tirofiban in percutaneous coronary intervention. Am J Cardiol.
2001;87:537---41.

52. Gurbel PA, Bliden KP, Butler K, et al. Randomized double-blind
assessment of the onset and offset of the antiplatelet effects
of ticagrelor versus clopidogrel in patients with stable coronary
artery disease. Circulation. 2009;120:2577---85.

53. Schror K. The pharmacology of cilostazol. Diabetes Obes
Metab. 2002;4:S14---9.

54. Woo SK, Kang WK, Kwon KI. Pharmacokinetic and pharma-
codynamic modeling of the antiplatelet and cardiovascular
effects of cilostazol in healthy humans. Clin Pharmacol Therap.
2002;71:246---52.

55. Sobel M, Verhaeghe R. Antithrombotic therapy for peripheral
artery occlusive disease: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines. 8th ed. Chest.
2008;133:S815---43.

56. Kaneda T, Urimoto G, Suzuki T. Spinal epidural hematoma fol-
lowing epidural catheter removal during antiplatelet therapy
with cilostazol. J Anesth. 2008;22:290---3.

57. Llau JV, Ferrandis R. New anticoagulants and regional anesthe-
sia. Curr Opin Anaesthesiol. 2009;22:661---6.

58. Hirsh J, Bauer KA, Donati MB, et al. Parenteral anticoagulants:
American College of Chest Physicians Evidence-Based Clinical
Practice Guidelines. 8th ed. Chest. 2008;133:141---59.

59. Hirsh J, Raschke R, Warkentin TE, et al. Heparin: mechanism of
action, pharmacokinetics, dosing considerations, monitoring,
efficacy, and safety. Chest. 1995;108:S258---75.

60. Liu SS, Mulroy MF. Neuraxial anesthesia and analgesia in
the presence of standard heparin. Reg Anesth Pain Med.
1998;23:157---63.

61. Sandhu H, Morley-Forster P, Spadafora S. Epidural hematoma
following epidural analgesia in a patient receiving unfraction-
ated heparin for thromboprophylaxis. Reg Anesth Pain Med.
2000;25:72---5.

62. Pay LL, Chiu JW,  Thomas E. Postoperative epidural hematoma
or cerebrovascular accident? A dilemma in differential diagno-
sis. Acta Anaesthesiol Scand. 2002;46:217---20.

63. Schwarz SK, Wong CL, McDonald WN. Spontaneous recovery
from a spinal epidural hematoma with atypical presentation
in a nonagenarian. Can J Anaesth. 2004;51:557---61.

64. King CS, Holley AB, Jackson JL, et al. Twice vs three
times daily heparin dosing for thromboembolism prophylaxis
in the general medical population: a metaanalysis. Chest.
2007;131:507---16.

65. Rosen DA, Hawkinberry DW, Rosen KR, et al. An epidural
hematoma in an adolescent patient after cardiac surgery.
Anesth Analg. 2004;98:966---9.

66. Davignon KR, Maslow A, Chaudrey A, et al. Epidural hematoma:
when is it safe to heparinize after the removal of an epidural
catheter? J Cardiothor Vasc Anesth. 2008;22:774---8.

67. Liu SS, Block BM, Wu  CL. Effects of perioperative cen-
tral neuraxial analgesia on outcome after coronary artery
bypass surgery: a meta-analysis. Anesthesiology. 2004;101:
153---61.

68. Roediger L, Larbuisson R, Lamy M. New approaches and old
controversies to postoperative pain control following cardiac
surgery. Eur J Anaesthesiol. 2006;23:539---50.

69. Ho AM, Chung DC, Joynt GM. Neuraxial blockade and
hematoma in cardiac surgery: estimating the risk of a
rare adverse event that has not (yet) occurred. Chest.
2000;117:551---5.

70. Chaney MA. Intrathecal and epidural anesthesia and analgesia
for cardiac surgery. Anesth Analg. 1997;84:1211---21.

71. Gogarten W,  Van Aken H, Buttner J, et al. Regional anaesthesia
and thromboembolism prophylaxis/anticoagulation. Revised

recommendations of the German Society of Anaesthesi-
ology and Intensive Care Medicine. Anaesth Intensivmed.
2007;48:S109---24.
N.M.  Fonseca  et  al.

72. Chaney MA. Cardiac surgery and intrathecal/epidural tech-
niques: at the crossroads? Can J Anaesth. 2005;52:783---8.

73. Weitz JI. Low-molecular-weight heparins. N Eng J Med.
1997;337:688---98.

74. Sanderink G-JCM, Guimart CG, Ozoux ML, et al. Pharmacoki-
netics and pharmacodynamics of the prophylactic dose of
enoxaparin once daily over 4 days in patients with renal impair-
ment. Thromb Res. 2002;105:225---31.

75. Warkentin TE, Levine MN, Hirsh J, et al. Heparin-induced
thrombocytopenia in patients treated with low-molecular-
weight heparin or unfractionated heparin. N Eng J Med.
1995;332:1330---5.

76. Douketis JD, Kinnon K, Crowther MA. Anticoagulant effect
at the time of epidural catheter removal in patients receiv-
ing twice-daily or once-daily low-molecular-weight heparin
and continuous epidural analgesia after orthopedic surgery.
Thromb Haemost. 2002;88:37---40.

77. Bergqvist D, Lindblad B, Matzsch T. Low molecular weight hep-
arin for thromboprophylaxis and epidural/spinal anaesthesia ---
is there a risk? Acta Anaesthesiol Scand. 1992;36:605---9.

78. Bergqvist D, Lindblad B, Matzsch T. Risk of combining
low molecular weight heparin for thromboprophylaxis and
epidural or spinal anesthesia. Seminars in Thromb Hemost.
1993;19:147---51.

79. Wysowski DK, Talarico L, Bacsanyi J, et al. Spinal and epidural
hematoma and low-molecular-weight heparin. N Eng J Med.
1998;338:1774---5.

80. Xi M, Beguin S, Hemker HC. The relative importance of the
factors II, VII, IX and X for the prothrombinase activity in
plasma of orally anticoagulated patients. Thromb Haemos.
1989;62:788---91.

81. Enneking FK, Benzon H. Oral anticoagulants and regional anes-
thesia: a perspective. Reg Anesth Pain Med. 1998;23:140---5.

82. Ansell J, Hirsh J, Hylek E, et al. Pharmacology and manage-
ment of the vitamin K antagonists: American College of Chest
Physicians Evidence-Based v Clinical Practice Guidelines. 8th

ed. Chest. 2008;133:S160---98.
83. Buvanendran A, Lubenow T, Majewski M, et al. The INR

values at removal of epidural catheter in 4013 patients
receiving warfarin. ASA Annual Meeting, Available at:
http://www.asaabstracts.com/strands/asaabstracts/search
Article.htm, 2008. Acesso: dez. 2012.

84. Parvizi J, Viscusi ER, Frank HG, et al. Can epidural anesthe-
sia and warfarin be coadministered? Clin Orthop Relat Res.
2007;456:133---7.

85. Sanofi-Synthelabo & Organon NV. Clinical Investigator Brochure
Org31540/SR 90107A. 10a ed. Apr. 2001.

86. Kwong LM, Muntz JE. Thromboprophylaxis dosing: the rela-
tionship between timing of first administration, efficacy, and
safety. Am J Orthop. 2002;31:16---20.

87. Singelyn FJ, Verheyen CCPM, Piovella F, et al. The safety and
efficacy of extended thromboprophylaxis with fondaparinux
after major orthopedic surgery of the lower limb with or with-
out a neuraxial or deep peripheral nerve catheter. Anesth
Analg. 2007;105:1540---7.

88. Linkins L, Dans AL, Moores LK, et al. Treatment and pre-
vention of heparin-induced thrombocytopenia antithrombotic
therapy and prevention of Ttrombosis. American College of
Chest Physicians Evidence-Based Clinical Practice Guidelines.
9th ed. Chest. 2012;141:495---530.

89. Eriksson BI, Borris LC, Friedman RJ, et al. Rivaroxaban versus
enoxaparin for thromboprophylaxis after hip arthroplasty. N
Eng J Med. 2008;358:2765---75.

90. Buller H, Lensing A, Prins M, et al. A dose-ranging study evalu-
ating once-daily oral administration of the factor Xa inhibitor

rivaroxaban in the treatment of patients with acute symp-
tomatic deep vein thrombosis. The EinsteinI-DVT Dose-Ranging
Study. Blood. 2008;112:2242---7.

http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0255
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0260
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0265
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0270
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0275
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0280
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0285
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0290
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0295
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0300
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0305
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0310
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0315
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0320
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0325
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0330
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0335
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0340
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0345
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0350
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0355
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0360
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0365
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0370
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0375
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0380
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0385
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0390
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0395
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0400
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0405
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0410
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0420
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0430
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0435
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0440
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0445
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0450


ents  

1

1

1

1

1

1

1

1

1

1

1

1

SBA  Recommendations  for  regional  anesthesia  safety  in  pati

91. Bayer Xarelto. Summary of Product Characteristics. Available
from: http://www.emea.europa.eu/humandocs/PDFs/EPAR/
xarelto/H-944-PI-en.pdf; 2009.

92. Kubitza D, Becka M, Wensing G, et al. Safety, pharmacody-
namics, and pharmacokinetics of BAY 59-7939 --- An oral, direct
factor Xa inhibitor after multiple dosing in healthy male sub-
jects. Eur J Clin Pharmacol. 2005;61:873---80.

93. Eikelboom JW, Weitz JI. New anticoagulants. Circulation.
2010;121:1523---32.

94. Garcia D, Libby E, Crowther MA. The new oral anticoagulants.
Blood. 2010;115:15---20.

95. Lassen MR, Raskob GE, Gallus A, et al. Apixaban or enoxaparin
for thromboprophylaxis after knee replacement. N Eng J Med.
2009;361:594---604.

96. Lassen MR, Raskob GE, Gallus A, et al. Apixaban versus
enoxaparin for thromboprophylaxis after knee replacement:
a randomized double-blind trial. Lancet. 2010;375:807---15.

97. Lassen MR, Gallus A, Raskob GE, et al. Apixaban versus enoxa-
parin for thromboprophylaxis after hip replacement. N Eng J
Med. 2010;363:2487---98.

98. Granger CB, Alexander JH, McMurray JJ, et al. Apixaban ver-
sus warfarin in patients with atrial fibrillation. N Eng J Med.
2011;365:981---92.

99. Weitz JI, Eikelboom JW, Samama MM. New antithrombotic
drugs antithrombotic therapy and prevention of thrombosis.
American College of Chest Physicians Evidence-Based Clinical
Practice Guidelines 9th ed. Chest. 2012;141:120---51.

100. Eriksson BI, Quinlan DJ, Weitz JI. Comparative pharmaco-
dynamics and pharmacokinetics of oral direct thrombin and
factor Xa inhibitors in development. Clin Pharmacokinet.
2009;48:1---22.

101. Eriksson B, Dahl O, Rosencher N, et al. Oral dabigatran Etexi-
late vs. subcutaneous enoxaparin for the prevention of venous
thromboembolism after total knee replacement: the remodel
randomized trial. J Thromb Haemost. 2007;5:2178---85.

102. Boehringer-Ingelheim Pradaxa. Summary of Product Char-

acteristics. Available from: http://www.emea.europa.eu/
humandocs/PDFs/EPAR/pradaxa/H-829-PI-en.pdf, 2009.

103. Kaplan KL. Direct thrombin inhibitors. Expert Opin Pharma-
cother. 2003;4:653---66.

1

taking  anticoagulants  15

04. Kathiresan S, Shiomura J, Jang IK. Argatroban. J Thromb
Thrombol. 2002;13:41---7.

05. Yeh RW, Jang I-K. Argatroban: update. Am Heart J. 2006;151:
1131---8.

06. Greinacher A. Lepirudin: a bivalent direct thrombin inhibitor
for anticoagulation therapy. Expert Rev Cardiovasc Ther.
2004;2:339---57.

07. Abramovitz S, Beilin Y. Thrombocytopenia, low molecular
weight heparin, and obstetric anesthesia. Anesthesiol Clin N
Am. 2003;21:99---109.

08. Douglas MJ. Coagulation abnormalities and obstetric anaesthe-
sia. Can J Anaesth. 1991;38:17---25.

09. Schindler M, Gatt S, Isert P, et al. Thrombocytopenia and
platelet functional defects in pre-eclampsia: implications for
regional anaesthesia. Anaesth Intens Care. 1990;18:169---74.

10. Van Veen JJ, Nokes TJ, Makris M. The risk of spinal haematoma
following neuraxial anaesthesia or lumbar puncture in throm-
bocytopenic individuals. Br J Haematol. 2010;148:15---25.

11. Aveline C, Bonnet F. Delayed retroperitoneal haematoma after
failed lumbar plexus block. Br J Anaesthesia. 2004;93:589---91.

12. Maier C, Gleim M, Weiss T, et al. Severe bleeding following lum-
bar sympathetic blockade in two patients under medication
with irreversible platelet aggregation inhibitors. Anesthesiol-
ogy. 2002;97:740---3.

13. Weller RS, Gerancher JC, Crews JC, et al. Extensive retroperi-
toneal hematoma without neurologic deficit in two patients
who underwent lumbar plexus block and were later anticoag-
ulated. Anesthesiology. 2003;98:581---5.

14. Buttner J, Burkle H, Gogarten W,  et al. Thromboembolism pro-
phylaxis and peripheral nerve blocks for regional anaesthesia.
Guideline of the German Society of Anaesthesiology and Inten-
sive Care Medicine. Anaesth Intensiv Med. 2005;46:319---22.

15. Kozek-Langenecker SA, Fries D, Gu M, et al. Locoregional anes-
thesia and coagulation inhibitors. Recommendations of the
Task Force on Perioperative Coagulation of the Austrian Society
for Anesthesiology and Intensive Care Medicine. Anaesthesist.

2005;54:476---84.

16. Marhofer P, Chan VWS. Ultrasound-guided regional anes-
thesia: current concepts and future trends. Anesth Analg.
2007;104:1265---9.

http://www.emea.europa.eu/humandocs/PDFs/EPAR/xarelto/H-944-PI-en.pdf
http://www.emea.europa.eu/humandocs/PDFs/EPAR/xarelto/H-944-PI-en.pdf
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0460
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0465
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0470
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0475
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0480
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0485
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0490
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0495
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0500
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0505
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0515
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0520
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0525
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0530
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0535
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0540
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0545
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0550
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0555
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0560
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0565
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0570
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0575
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580
http://refhub.elsevier.com/S0104-0014(13)00217-0/sbref0580

	SBA Recommendations for regional anesthesia safety in patients taking anticoagulants
	Description of evidence collection method
	Level of evidence and strength of recommendation
	Objective
	Introduction
	Spinal/epidural hematoma
	Incidence
	Risk Factors2,4
	Clinical condition, treatment, and prevention
	Neuraxial block and use of antiplatelet agents
	Acetylsalicylic acid (ASA) and NSAIDs

	Recommendations
	Thienopyridines
	Ticlopidine (Ticlid®)
	Recommendations
	Clopidogrel (Plavix®)
	Recommendations
	Prasugrel (Efient®)
	Recommendations
	Glycoprotein IIb/IIIa inhibitors
	Recommendations
	Other antiplatelet
	Ticagrelor (Brilinta®)

	Recommendations
	Cilostazol (Vasogard®, Cebralat®, Pletal®)
	Recommendations
	Heparins
	Unfractionated heparin (UFH)

	Recommendations
	Low molecular weight heparin (LMWH)
	Recommendations
	Vitamin K antagonists (coumarins)
	Recommendations
	Factor Xa inhibitors
	Fondaparinux (Arixtra®)

	Recommendations
	Rivaroxaban (Xarelto®)
	Recommendations
	Apixaban (Eliquis®)
	Recommendations
	Thrombin inhibitors
	Dabigatran (Pradaxa®)

	Recommendations
	Argatroban (Argatra®)
	Recommendations
	Desirudin (Iprivask®) e lepirudin (Refludan®)
	Recommendations
	Neuraxial block and laboratory tests
	Recommendations
	Peripheral nerve blocks and anticoagulants
	Recommendations
	Conflicts of interest
	References


