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Insulin resistance associated with metabolic syndrome and Type 2 diabetes mellitus is
an epidemic metabolic disorder, which increases the risk of cardiovascular complications.
Impaired vascular endothelial function is an early marker for atherosclerosis, which causes
cardiovascular complications. Both experimental and clinical studies indicate that endothe-
lial dysfunction in vasculatures occurs with insulin resistance. The associated physiological
mechanisms are not fully appreciated yet, however, it seems that augmented oxidative
stress, a physiological imbalance between oxidants and antioxidants, in vascular cells is
a possible mechanism involved in various vascular beds with insulin resistance and hyper-
glycemia. Regardless of the inclusion of resistance exercise, aerobic exercise seems to be
beneficial for vascular endothelial function in both large conduit and small resistance ves-
sels in both clinical and experimental studies with insulin resistance. In clinical cases,
aerobic exercise over 8 weeks with higher intensity seems more beneficial than the cases
with shorter duration and lower intensity. However, more studies are needed in the future to
elucidate the physiological mechanisms by which vascular endothelial function is impaired
in insulin resistance and improved with aerobic exercise.
© 2016 Korea Institute of Oriental Medicine. Published by Elsevier. This is an open access
article under the CC BY-NC-ND license
(http://creativecommons.org/licenses/by-nc-nd/4.0/).

1. Introduction

> 90% of all cases of diabetes and affected > 350 million
people in 2011.7 In particular, the population of diabetes
mellitus is gradually increasing in Korea, and about 15,000

Insulin resistance is a metabolic disorder that reflects low
capability to wash glucose out of the bloodstream to tar-
get tissues. Unlike type 1 diabetes mellitus, which results
from disrupted insulin secretion from pancreatic B cells,
type 2 diabetes mellitus is a representative metabolic disease
attributable to increased insulin resistance and decreased
insulin sensitivity.! Type 2 diabetes mellitus comprises

diabetic patients die every year owing to the associated
complications.” Metabolic syndrome, a clinically prediabetic
condition characterized by abdominal obesity, hypertension,
hyperglycemia, and dyslipidemia, is closely associated with
increased insulin resistance in etiology. Approximately 25% of
the adult population is considered to be at risk of metabolic
syndrome globally,® and about 35% of the adult population in
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the United States is reported to have metabolic syndrome.*
In Korea, the population with metabolic syndrome increased
from 25% in 1998 to 31% in 2007.> Metabolic syndrome and
type 2 diabetes mellitus are etiologically similar because they
share two common causes: insulin resistance and abdominal
obesity.® Thus, patients with metabolic syndrome have about
five times higher possibility to progress into type 2 diabetes
mellitus compared with those without metabolic syndrome.”

Patients with type 2 diabetes mellitus or metabolic
syndrome are usually at elevated risk of cardiovascular
disease.?®° Degenerative alterations in vascular structure and
function in the metabolic diseases result in atherosclero-
sis, a main cause of cardiovascular disease.® Atherosclerosis
results from dysfunction of the vascular endothelium, which
is closely related to decreased NO bioavailability and increased
endothelium-derived contraction factors in blood vessels.™
Previous studies have indicated that excessive oxidative stress
in the vasculature of patients with with metabolic disease is
a possible mechanism to cause reduction in NO bioavailabil-
ity and to impair vascular endothelial function.®-* However,
few studies have demonstrated the physiological mechanisms
from vascular cells in patients with metabolic disease. Regular
physical activity is known as a strategy to reverse vascu-
lar dysfunction and to prevent future cardiovascular disease.
However, a few studies have investigated the effect of exercise
training on vascular function in patients with type 2 diabetes
mellitus and metabolic syndrome.'*"” Thus, the purpose of
this review is to introduce potential physiological mechanisms
by which vascular function is impaired in augmented insulin
resistance, to summarize previous studies to investigate the
effects of exercise training on vascular function in type 2
diabetes mellitus and metabolic syndrome, and to facilitate
related studies in the future.

2. Insulin resistance and oxidative stress: a
putative physiological mechanism to cause
vascular dysfunction

Increased insulin resistance leads to augmented glucose level
in the bloodstream. Since vascular endothelium is the single
innermost layer in the vascular structure, vascular endothe-
lial cells are likely to be damaged by hyperglycemic stress,
suggesting that metabolic dysfunction such as insulin resis-
tance and type 2 diabetic mellitus may result in vascular
dysfunction.’® It has been demonstrated that the genera-
tion of reactive oxygen species (ROS) is increased in both
large and small vascular beds collected from hyperglycemic
animal models.’® In a hyperglycemic environment, elevated
ROS generation in vascular cells can be influenced by various
biological signaling pathways. Aldose reductase, in hyper-
glycemic conditions, converts glucose to sorbitol by using
nicotinamide adenine dinucleotide phosphate as a cofactor,
thus the regeneration of reduced glutathione is reduced and
intracellular oxidative stress level is increased.>?*?! Increased
advanced glycation end-products lead to increased recep-
tor activity, which facilitates ROS and inflammatory cytokine
production.????3 Activation of the diacylglycerol-protein
kinase C pathway also contributes to the elevated gen-
eration of ROS and inflammatory cytokines.??*?% In the

overloaded glycolytic pathway induced by hyperglycemia,
uridine diphosphate N-acetyl glucosamine has a negative
effect on endothelial NO synthase activity by obstructing its
phosphorylation at serine 1177 and increases the expression
of proinflammatory cytokines such as transforming growth
factor-B1 and plasminogen activator inhibitor-1.2?"-?° In the
vascular endothelium, oxidative stress induced by increased
ROS generation not only directly plays a pivotal role in reduc-
ing NO bioavailability, but also leads to increased expression
of proinflammatory cytokines so that proatherogenic and pro-
thrombotic processes are abnormally facilitated.’ Thus, the
structural and functional integrity of vascular endothelium is
likely to be damaged with insulin resistance, which increases
the risk of cardiovascular disease in those who are continu-
ously exposed to hyperglycemia in the circulation.

3. Insulin resistance and exercise: effects
on vascular function

Insulin signaling in local vascular cells is essential to promote
vascular endothelial NO production.?! Thus, the increase in
insulin resistance in the vasculature has a negative effect
on vascular endothelial function and cardiovascular morbid-
ity and mortality. Regular physical activity and exercise are
known to promote cardiovascular health in those with insulin
resistance.

3.1.  Effect of exercise training on vascular function in
individuals with insulin resistance

There are no specific exercise guidelines for metabolic syn-
drome patients to preserve and promote their cardiovascular
health. Even though their joint statements were published in
both 2000 and 2010, the American College of Sport Medicine
and the American Diabetes Association only provide generic
exercise regimens for diabetic patients.?>*? In the two pre-
vious position standards, the experts recommended aerobic
exercise or aerobic exercise combined with resistance exer-
cise to prevent and promote cardiovascular disease risk in
patients with diabetes. However, the effect of either aer-
obic or combined exercise training on both micro- and
macrovascular endothelial function is still in debate. Some
studies presented positive results of exercise training,/343¢
but others did not show any positive effect of exercise on
vascular health in type 2 diabetic patients.?’~*° For individ-
uals with metabolic syndrome, a small number of studies
have explored the effect of exercise training on vascular
endothelial function, but the training effect has presented
a positive tendency,'*'>%*1 and had a close relationship
with increased NO bioavailability.*’ It is established that
insulin resistance contributes to impaired vascular endothe-
lial function,?’ and either aerobic or combined exercise
training programs might help to reverse endothelial dys-
function in those who have insulin resistance.'*1>17,34-36:4041
Exercise intensity also seems to be a main factor influ-
encing exercise effects in people with insulin resistance.
Although both moderate-intensity continuous training and
high-intensity interval training have shown improvement
in vascular endothelial function, in the same caloric
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Table 1 - Effect of exercise training on vascular endothelial function in individuals with IR

Disease Age (y) Sex Ex 3 JE5% Ex time Vessel Conclusion Refs
(n) mode intensity frequency /duration studied
IR (9) 37 Both  Aerobic Moderate 3-4 d/wk 20-40 min Conduit ACh-induced e
T2DM (14) 43 /8 wk vasorelaxationt
T2DM (16) - - Aerobic and Moderate 3 d/wk 1h Conduit Flow-mediated =2
resistance /8 wk resistance vasodilationt
ACh-induced
vasorelaxationt
T2DM (38) 62 Both  Aerobicand Moderate 3-5 d/wk 75 min Conduit Flow-mediated Y
resistance /12 wk vasodilationt
T2DM (43) 62 Both  Aerobic Moderate 3 d/wk 30-40 min Conduit Flow-mediated £e
/3 mo vasodilationt
T2DM (42) 67 Both  Aerobicand Moderate 3-5 d/wk 20-30 min Conduit Flow-mediated &
resistance /4 wk vasodilation =
T2DM (59) 63 Both  Aerobic Moderate 3 d/wk 30 min Micro (skin) ACh-induced B
/6 mo vasorelaxation
T2DM (18) 60 Male  Aerobic and Moderate 3 d/wk 1h Conduit Flow-mediated =2
resistance /8 wk vasodilation =
MS (29) 40-60 Male  Aerobic Moderate 3 d/wk 50 min Conduit Flow-mediated @
/12 wk vasodilationt
MS (28) — Both  Aerobic Moderate 3 d/wk 40-47min Conduit Flow-mediated &
High /16 wk vasodilationt
Flow-mediated
vasodilationtt
MS (32) 50-55 Both  Aerobic Moderate 3 d/wk 40-47 min Conduit Flow-mediated 15
High /16 wk vasodilationt
Flow-mediated
vasodilationt
MS (38) 50-70 Both  Aerobicand Not 4-5 d/wk 90 min Micro (skin) ACh-induced 4
resistance addressed /6 mo vasorelaxationt

ACh, acetylcholine; Ex, exercise; IR, insulin resistance; MS, metabolic syndrome; T2DM, Type 2 diabetes mellitus; 4, increase; 11, more increase;

=, no change.

expenditure, high-intensity interval training presents supe-
rior effect on vascular endothelial function and glycemic
control.’™3¢ The physiological mechanisms by which either
aerobic or combined exercise training enhances vascular
endothelial function in insulin resistance are not fully
elucidated. Positive changes in oxidative stress and inflam-
matory biomarkers after exercise training are thought to be
potential mechanisms from animal and systemic biomarker
studies,®***> but no study has investigated the local alter-
ations of potential biomarkers in human vasculature in
response to acute or chronic exercise training in insulin
resistance. Furthermore, it is also necessary to figure out
a mechanistic linkage between exercise intensity and func-
tional alteration of vascular endothelium. Table 1 shows a
summary of studies examining the effect of exercise on
endothelial function in individuals with insulin resistance.

3.2 Effect of exercise on vascular dysfunction in
experimental animal models

Current evidence indicates that metabolic disease such as
insulin resistance or metabolic syndrome induced vascu-
lar dysfunction in various animal models (Table 2). Even
though a majority of previous studies have indicated that
insulin resistance or metabolic syndrome induced vascular
dysfunction, some studies also showed that these predia-
betic conditions did not change endothelial function. These

discrepant conclusions suggest that alteration of vascular
function is affected by multiple factors including duration
of certain diseases and vascular beds. For example, a num-
ber of studies showed that obesity (high-fat diet) induced
insulin resistance caused acetylcholine-induced endothelial
dysfunction in various blood vessels, including coronary arte-
rioles, gracilis artery, femoral artery and aorta in mouse
models,**° whereas some studies indicated that insulin
resistance did not induce vascular dysfunction in femoral
artery, mesentery arterioles and aorta.*®°0>! In addition,
some studies showed that type of agonists induced incon-
sistent results in the same vascular beds.”*>?>° For instance,
insulin resistance caused impaired insulin-dependent vasore-
laxation, however, acetylcholine-induced vasorelaxation was
identical in mesenteric arterioles of C57Bl/6] mice.?0>2
By contrast, in the femoral artery of C57BL/6] mice,
insulin resistance did not change insulin-induced vasorelax-
ation, but acetylcholine-induced vasorelaxation was reduced
by insulin resistance.”® Table 2 summarizes the effect
of insulin resistance or metabolic syndrome on vasore-
laxation in various vasculatures in experimental animal
models.

It is well documented that exercise or regular physical
activity has beneficial effects on metabolic diseases in animal
models. Considering previous studies, most exercise proto-
cols improved vascular function in various vascular beds such
as coronary arterioles, arterioles, feed arteries from skeletal
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Table 2 - Effect of insulin resistance or metabolic syndrome on vasorelaxation in various vasculatures in experimental

animal models

Animals Sex Disease Vessel studied Conclusion Refs
C57BL/6 mice Female IR Coronary arteriole ACh-induced vasorelaxation | ke
Flow-mediated vasorelaxation |
C57BL/6] mice Female IR Aorta ACh-induced vasorelaxation | &
Insulin-induced vasorelaxation |
Femoral artery ACh-induced vasorelaxation =
C57BL/6] mice Male IR Aorta ACh-induced vasorelaxation = el
C57BL/6] mice Male IR Aorta ACh-induced vasorelaxation | =
C57BL/6] mice Male IR Femoral artery ACh-induced vasorelaxation | )
Insulin-induced vasorelaxation =
C57BL/6] mice Male IR Coronary artery ACh-induced vasorelaxation = @
Insulin-induced vasorelaxation =
Aorta ACh-induced vasorelaxation |
C57BL/6] mice Male IR Aorta ACh-induced vasorelaxation = &+
C57BL/6] mice Male MS Superior mesenteric ACh-induced vasorelaxation |, *
artery
C57BL/6] mice Male IR Mesentery arteriole ACh-induced vasorelaxation = e
Insulin-induced vasorelaxation |
C57BL/6] mice Male IR Gracilis artery ACh-induced vasorelaxation | 4
C57BL/6] mice Not specified Obesity Femoral artery ACh-induced vasorelaxation | &
C57BL/6] mice Not specified IR Mesentery arteriole Insulin-induced vasorelaxation | £2
ACh-induced vasorelaxation =
B6D2F1 mice Male IR by aging Artery from ACh-induced vasorelaxation | ee
epididymal white
adipose tissue
New Zealand Male Ms Mesenteric artery ACh-induced vasorelaxation | =)
Obese Mice Bradykinin-induced
vasorelaxation |
Ossabaw Male MS LAD Coronary blood flow |, &
swine

ACh, acetylcholine; IR, insulin resistance; LAD, left anterior descending; MS, metabolic syndrome; |, decrease; =, no change.

Table 3 - Effect of exercise on vascular dysfunction induced by IR or MS in experimental animal models

Animals Sex Disease Vessel studied Type of EX Ex effect Refs
C57BL/6 mice Female IR Coronary arteriole Voluntary wheel running ACh-induced 4
vasorelaxation 1
Flow-mediated
vasorelaxation 1
C57BL/6 mice Male IR Aorta Treadmill exercise ACh-induced ®
vasorelaxation 1
OLETF rats Male IR Arteriole from Voluntary wheel running Insulin-induced 2
white skeletal vasorelaxation 1
muscle
OLETF rats Male IR Gastrocnemius feed Voluntary wheel running ACh-induced 2
artery vasorelaxation 4
Soleus feed artery ACh-induced
vasorelaxation =
Low intrinsic aerobic Male Metabolic Aorta Continuous ACh-induced &
treadmill running syndrome moderate-intensity vasorelaxation 1
capacity rats exercise,

high-intensity aerobic
interval training

ACh, acetylcholine; Ex, exercise; IR, insulin resistance; MS, metabolic syndrome; OLETF, Otsuka Long-Evans Tokushima Fatty; 4, increase; =, no
change.

muscle and aorta (Table 3). However, it is still unclear which
mechanisms are involved in these beneficial effects of exer-
cise. Table 3 summarizes the effect of exercise on vascular
dysfunction induced by insulin resistance or metabolic syn-
drome in experimental animal models.

4, Conclusion

There is no doubt that physical activity or regular exercise
has beneficial effects on vascular function. However, it should
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be noted that some discrepancies exist among these studies
according to experimental design including type of exercise,
intensity and duration of exercise, and heterogeneity of vas-
cular beds. It seems that vascular function in smaller resistant
arteries may be altered differently compared to larger ves-
sels such as aorta and conduit arteries, based on the status of
disease, exercise type, duration, and intensity. Further inves-
tigations are needed to explain mechanisms involved in these
signaling pathways.

Conflicts of interest

All authors have no conflicts of interest to declare.

REFERENCES

10.

11.

12.

13.

14.

15.

. American Diabetes Association. Diagnosis and classification

of diabetes mellitus. Diabetes Care 2008;31(Suppl 1):S55-60.

. Hwang MH, Kim S. Type 2 Diabetes: endothelial dysfunction

and exercise. ] Exerc Nutrit Biochem 2014;18:239-47.

. Alberti KG, Zimmet P, Shaw J. Group IDFETFC. The metabolic

syndrome—a new worldwide definition. Lancet
2005;366:1059-62.

. Mozumdar A, Liguori G. Persistent increase of prevalence of

metabolic syndrome among U.S. adults: NHANES III to
NHANES 1999-2006. Diabetes Care 2011;34:216-9.

. Lim S, Shin H, Song JH, Kwak SH, Kang SM, Yoon Y], et al.

Increasing prevalence of metabolic syndrome in Korea: the
Korean National Health and Nutrition Examination Survey
for 1998-2007. Diabetes Care 2011;34:1323-8.

. Davidson MB. Metabolic syndrome/insulin resistance

syndrome/pre-diabetes: new section in diabetes care.
Diabetes Care 2003;26:3179.

. Despres JP, Lemieux I. Abdominal obesity and metabolic

syndrome. Nature 2006;444:881-7.

. Ostergard T, Nyholm B, Hansen TK, Rasmussen LM,

Ingerslev ], Sorensen KE, et al. Endothelial function and
biochemical vascular markers in first-degree relatives of
type 2 diabetic patients: the effect of exercise training. Metab
Clin Exp 2006;55:1508-15.

. Furukawa S, Fujita T, Shimabukuro M, Iwaki M, Yamada Y,

Nakajima Y, et al. Increased oxidative stress in obesity and
its impact on metabolic syndrome. J Clin Invest
2004;114:1752-61.

Bonetti PO, Lerman LO, Lerman A. Endothelial dysfunction: a
marker of atherosclerotic risk. Arterioscler Thromb Vasc Biol
2003;23:168-75.

Wellen KE, Hotamisligil GS. Inflammation, stress, and
diabetes. ] Clin Invest 2005;115:1111-9.

Grattagliano I, Vendemiale G, Boscia F, Micelli-Ferrari T,
Cardia L, Altomare E. Oxidative retinal products and ocular
damages in diabetic patients. Free Radic Biol Med
1998;25:369-72.

Stocker R, Keaney Jr JF. Role of oxidative modifications in
atherosclerosis. Physiol Rev 2004;84:1381-478.

Tjonna AE, Rognmo O, Bye A, Stolen TO, Wisloff U. Time
course of endothelial adaptation after acute and chronic
exercise in patients with metabolic syndrome. J Strength
Condit Res 2011;25:2552-8.

Tjonna AE, Lee SJ, Rognmo O, Stolen TO, Bye A, Haram PM,
et al. Aerobic interval training versus continuous moderate
exercise as a treatment for the metabolic syndrome: a pilot
study. Circulation 2008;118:346-54.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

Montero D, Walther G, Benamo E, Perez-Martin A, Vinet A.
Effects of exercise training on arterial function in type 2
diabetes mellitus: a systematic review and meta-analysis.
Sports Med 2013;43:1191-9.

Okada S, Hiuge A, Makino H, Nagumo A, Takaki H, Konishi
H, et al. Effect of exercise intervention on endothelial
function and incidence of cardiovascular disease in patients
with type 2 diabetes. ] Atheroscler Thromb 2010;17:

828-33.

Kaiser N, Sasson S, Feener EP, Boukobza-Vardi N, Higashi S,
Moller DE, et al. Differential regulation of glucose transport
and transporters by glucose in vascular endothelial and
smooth muscle cells. Diabetes 1993;42:80-9.

Brownlee M. The pathobiology of diabetic complications: a
unifying mechanism. Diabetes 2005;54:1615-25.

Giacco F, Brownlee M. Oxidative stress and diabetic
complications. Circ Res 2010;107:1058-70.

Vikramadithyan RK, Hu Y, Noh HL, Liang CP, Hallam K, Tall
AR, et al. Human aldose reductase expression accelerates
diabetic atherosclerosis in transgenic mice. J Clin Invest
2005;115:2434-43.

Yao D, Brownlee M. Hyperglycemia-induced reactive oxygen
species increase expression of the receptor for advanced
glycation end products (RAGE) and RAGE ligands. Diabetes
2010,;59:249-55.

Goldin A, Beckman JA, Schmidt AM, Creager MA. Advanced
glycation end products: sparking the development of
diabetic vascular injury. Circulation 2006;114:597-605.
Geraldes P, King GL. Activation of protein kinase C isoforms
and its impact on diabetic complications. Circ Res
2010;106:1319-31.

Pieper GM, Riaz ul H. Activation of nuclear factor-kappaB in
cultured endothelial cells by increased glucose
concentration: prevention by calphostin C. J Cardiovasc
Pharmacol 1997;30:528-32.

Williams B, Gallacher B, Patel H, Orme C. Glucose-induced
protein kinase C activation regulates vascular permeability
factor mRNA expression and peptide production by human
vascular smooth muscle cells in vitro. Diabetes
1997,46:1497-503.

Du XL, Edelstein D, Rossetti L, Fantus IG, Goldberg H,
Ziyadeh F, et al. Hyperglycemia-induced mitochondrial
superoxide overproduction activates the hexosamine
pathway and induces plasminogen activator inhibitor-1
expression by increasing Sp1 glycosylation. Proc Nat Acad Sci
U S A 2000;97:12222-6.

Kolm-Litty V, Sauer U, Nerlich A, Lehmann R, Schleicher ED.
High glucose-induced transforming growth factor betal
production is mediated by the hexosamine pathway in
porcine glomerular mesangial cells. J Clin Invest
1998;101:160-9.

Sayeski PP, Kudlow JE. Glucose metabolism to glucosamine is
necessary for glucose stimulation of transforming growth
factor-alpha gene transcription. J Biol Chem
1996;271:15237-43.

Pierce GL, Lesniewski LA, Lawson BR, Beske SD, Seals DR.
Nuclear factor-{kappa}B activation contributes to vascular
endothelial dysfunction via oxidative stress in
overweight/obese middle-aged and older humans.
Circulation 2009;119:1284-92.

Manrique C, Lastra G, Sowers JR. New insights into insulin
action and resistance in the vasculature. Ann N'Y Acad Sci
2014;1311:138-50.

Colberg SR, Sigal R], Fernhall B, Regensteiner JG, Blissmer BJ,
Rubin RR, et al. Exercise and type 2 diabetes: the American
College of Sports Medicine and the American Diabetes
Association: joint position statement executive summary.
Diabetes Care 2010;33:2692-6.


dx.doi.org/10.1016/j.imr.2016.06.001
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0320
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0325
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0330
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0335
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0340
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0345
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0350
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0355
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0360
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0365
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0370
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0375
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0380
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0385
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0390
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0395
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0400
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0405
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0410
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0415
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0420
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0425
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0430
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0435
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0440
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0445
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0450
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0455
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0460
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0465
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0470
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0475

M.-H. Hwang and S. Lee/Insulin Resistance

203

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

45.

46.

47.

48.

49.

Albright A, Franz M, Hornsby G, Kriska A, Marrero D, Ullrich
I, et al. American College of Sports Medicine position stand.
Exercise and type 2 diabetes. Med Sci Sports Exerc
2000;32:1345-60.

De Filippis E, Cusi K, Ocampo G, Berria R, Buck S, Consoli A,
et al. Exercise-induced improvement in vasodilatory
function accompanies increased insulin sensitivity in
obesity and type 2 diabetes mellitus. J Clin Endocrinol Metab
2006;91:4903-10.

Maiorana A, O’'Driscoll G, Cheetham C, Dembo L, Stanton K,
Goodman C, et al. The effect of combined aerobic and
resistance exercise training on vascular function in type 2
diabetes. ] Am Coll Cardiol 2001;38:860-6.

Mitranun W, Deerochanawong C, Tanaka H, Suksom D.
Continuous vs interval training on glycemic control and
macro- and microvascular reactivity in type 2 diabetic
patients. Scand ] Med Sci Sports 2014;24:e69-76.

Miche E, Herrmann G, Nowak M, Wirtz U, Tietz M, Hurst M,
et al. Effect of an exercise training program on endothelial
dysfunction in diabetic and non-diabetic patients with
severe chronic heart failure. Clin Res Cardiol 2006;95(Suppl
1):4117-24.

Middlebrooke AR, Elston LM, Macleod KM, Mawson DM, Ball
CI, Shore AC, et al. Six months of aerobic exercise does not
improve microvascular function in type 2 diabetes mellitus.
Diabetologia 2006;49:2263-71.

Schreuder TH, Duncker DJ, Hopman MT, Thijssen DH.
Randomized controlled trial using bosentan to enhance the
impact of exercise training in subjects with type 2 diabetes
mellitus. Exptl Physiol 2014;99:1538-47.

Lavrencic A, Salobir BG, Keber I. Physical training improves
flow-mediated dilation in patients with the polymetabolic
syndrome. Arterioscler Thromb Vasc Biol 2000;20:551-5.

Vinet A, Obert P, Dutheil F, Diagne L, Chapier R, Lesourd B,
et al. Impact of a lifestyle program on vascular insulin
resistance in metabolic syndrome subjects: the RESOLVE
study. J Clin Endocrinol Metab 2015;100:442-50.

Gomes VA, Casella-Filho A, Chagas AC, Tanus-Santos JE.
Enhanced concentrations of relevant markers of nitric oxide
formation after exercise training in patients with metabolic
syndrome. Nitric Oxide Biol 2008;19:345-50.

Quinteiro H, Buzin M, Conti FF, Dias Dda S, Figueroa D,
Liesuy S, et al. Aerobic exercise training promotes additional
cardiac benefits better than resistance exercise training in
postmenopausal rats with diabetes. Menopause
2015;22:534-41.

. Rigla M, Fontcuberta J, Mateo J, Caixas A, Pou JM, de Levia A,

et al. Physical training decreases plasma thrombomodulin
in type I and type II diabetic patients. Diabetologia
2001;44:693-9.

Zoppini G, Targher G, Zamboni C, Venturi C, Cacciatori V,
Moghetti P, et al. Effects of moderate-intensity exercise
training on plasma biomarkers of inflammation and
endothelial dysfunction in older patients with type 2
diabetes. Nutrit Metab Cardiovasc Dis 2006;16:543-9.

Park Y, Booth FW, Lee S, Laye MJ, Zhang C. Physical activity
opposes coronary vascular dysfunction induced during high
fat feeding in mice. J Physiol 2012;590:4255-68.

Lamping KG, Nuno DW, Coppey L], Holmes AJ, Hu S, Oltman
CL, et al. Modification of high saturated fat diet with n-3
polyunsaturated fat improves glucose intolerance and
vascular dysfunction. Diabetes Obesity Metab 2013;15:144-52.
DeMarco VG, Habibi J, Jia G, Aroor AR, Ramirez-Perez FI,
Martinez-Lemus LA, et al. Low-dose mineralocorticoid
receptor blockade prevents western diet-induced arterial
stiffening in female mice. Hypertension 2015;66:99-107.

Xu X, Ying Z, Cai M, Xu Z, LiY, Jiang SY, et al. Exercise
ameliorates high-fat diet-induced metabolic and vascular

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

dysfunction, and increases adipocyte progenitor cell
population in brown adipose tissue. Am ] Physiol Regulat
Integrat Compar Physiol 2011;300:R1115-25.

Jang HJ, Ridgeway SD, Kim JA. Effects of the green tea
polyphenol epigallocatechin-3-gallate on high-fat
diet-induced insulin resistance and endothelial dysfunction.
Am ] Physiol Endocrinol Metab 2013;305:E1444-51.

Lee S, Zhang H, Chen J, Dellsperger KC, Hill MA, Zhang C.
Adiponectin abates diabetes-induced endothelial
dysfunction by suppressing oxidative stress, adhesion
molecules, and inflammation in type 2 diabetic mice. AmJ
Physiol Heart Circ Physiol 2012;303:H106-15.

Kim JA, Jang HJ, Hwang DH. Toll-like receptor 4-induced
endoplasmic reticulum stress contributes to impairment of
vasodilator action of insulin. Am J Physiol Endocrinol Metab
2015;309:E767-76.

Bender SB, Castorena-Gonzalez JA, Garro M, Reyes-Aldasoro
CC, Sowers JR, DeMarco VG, et al. Regional variation in
arterial stiffening and dysfunction in Western diet-induced
obesity. Am J Physiol Heart Circ Physiol 2015;309:H574-82.
Toral M, Gomez-Guzman M, Jimenez R, Romero M, Zarzuelo
M]J, Utrilla MP, et al. Chronic peroxisome proliferator-
activated receptorbeta/delta agonist GW0742 prevents
hypertension, vascular inflammatory and oxidative status,
and endothelial dysfunction in diet-induced obesity.

] Hypertens 2015,;33:1831-44.

Li Kwok Cheong JD, Croft KD, Henry PD, Matthews V,
Hodgson JM, Ward NC. Green coffee polyphenols do not
attenuate features of the metabolic syndrome and improve
endothelial function in mice fed a high fat diet. Arch Biochem
Biophys 2014;559:46-52.

Aoqui C, Chmielewski S, Scherer E, Eissler R, Sollinger D,
Heid I, et al. Microvascular dysfunction in the course of
metabolic syndrome induced by high-fat diet. Cardiovasc
Diabetol 2014;13:31.

Zhang QJ, Holland WL, Wilson L, Tanner JM, Keams D,
Cahoon JM, et al. Ceramide mediates vascular dysfunction in
diet-induced obesity by PP2A-mediated dephosphorylation
of the eNOS-Akt complex. Diabetes 2012;61:1848-59.

Donato AJ, Henson GD, Hart CR, Layec G, Trinity JD,
Bramwell RC, et al. The impact of ageing on adipose
structure, function and vasculature in the B6D2F1 mouse:
evidence of significant multisystem dysfunction. J Physiol
2014;592:4083-96.

Marchesi C, Ebrahimian T, Angulo O, Paradis P, Schiffrin EL.
Endothelial nitric oxide synthase uncoupling and
perivascular adipose oxidative stress and inflammation
contribute to vascular dysfunction in a rodent model of
metabolic syndrome. Hypertension 2009;54:1384-92.

Trask AJ, Katz PS, Kelly AP, Galantowicz ML, Cismowski MJ,
West TA, et al. Dynamic micro- and macrovascular
remodeling in coronary circulation of obese Ossabaw pigs
with metabolic syndrome. ] Appl Physiol 2012;113:

1128-40.

Mikus CR, Roseguini BT, Uptergrove GM, Morris EM, Rector
RS, Libia JL, et al. Voluntary wheel running selectively
augments insulin-stimulated vasodilation in arterioles
from white skeletal muscle of insulin-resistant rats.
Microcirculation 2012;19:729-38.

Bender SB, Newcomer SC, Harold Laughlin M. Differential
vulnerability of skeletal muscle feed arteries to dysfunction
in insulin resistance: impact of fiber type and daily activity.
Am ] Physiol Heart Circ Physiol 2011;300:H1434—41.

Haram PM, Kemi O], Lee SJ, Bendheim MO, Al-Share QY,
Waldum HL, et al. Aerobic interval training vs. continuous
moderate exercise in the metabolic syndrome of rats
artificially selected for low aerobic capacity. Cardiovasc Res
2009;81:723-32.


http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0480
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0485
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0490
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0495
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0500
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0505
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0510
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0515
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0520
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0525
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0530
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0535
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0540
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0545
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0550
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0555
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0560
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0565
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0570
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0575
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0580
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0585
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0590
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0595
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0600
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0605
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0610
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0615
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0620
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0625
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630
http://refhub.elsevier.com/S2213-4220(16)30054-3/sbref0630

	Insulin resistance: vascular function and exercise
	1 Introduction
	2 Insulin resistance and oxidative stress: a putative physiological mechanism to cause vascular dysfunction
	3 Insulin resistance and exercise: effects on vascular function
	3.1 Effect of exercise training on vascular function in individuals with insulin resistance
	3.2 Effect of exercise on vascular dysfunction in experimental animal models

	4 Conclusion
	Conflicts of interest
	References


