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a  b s  t r a  c t

Primary myelofibrosis is a  Philadelphia-negative myeloproliferative neoplasm characterized

by  clonal myeloid expansion, followed by  progressive fibrous connective tissue deposition in

the  bone marrow, resulting in bone marrow failure. Clonal evolution can also occur, with an

increased risk of transformation to acute myeloid leukemia. In addition, disabling constitu-

tional symptoms secondary to the high circulating levels of proinflammatory cytokines and

hepatosplenomegaly frequently impair quality of life. Herein the main current treatment

options for primary myelofibrosis patients are discussed, contemplating disease-modifying

therapeutics in addition to palliative measures, in an individualized patient-based approach.

© 2016 Associação Brasileira de  Hematologia, Hemoterapia e  Terapia Celular. Published

by Elsevier Editora Ltda. This is an open access article under the CC  BY-NC-ND license

(http://creativecommons.org/licenses/by-nc-nd/4.0/).

Overview

Primary myelofibrosis (PMF) is  a  Philadelphia-negative myelo-

proliferative neoplasm (MPN) with a predominant prolifera-

tion of megakaryocytes and granulocytes in the bone marrow

characterized by an  initial proliferative phase, followed by a

reactive deposition of fibrous connective tissue in  the ter-

minal phase.1 Bone marrow failure, thromboembolic events

and transformation to  acute myeloid leukemia (AML) are

the main causes of morbi-mortality in PMF,  but additional

symptoms secondary to hepatosplenomegaly and abnormal

blood counts frequently impair quality of life.1,2 The high

circulating levels of proinflammatory cytokines also result

in disabling constitutional symptoms (fatigue, weight loss,

night sweats, fever, pruritus, arthralgias, myalgias).2 Hence,

the decision regarding the best treatment combination in PMF

must be individualized, taking the symptoms, risks and life

expectation of each patient into account. Despite the recent
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advances in  the  development of targeted therapies, allogeneic

hematopoietic stem cell transplantation (allo-HSCT) remains

the only curative option available for PMF.  Evidence on the

main therapeutic options for PMF  will be  discussed in  this

article.

Molecular  characterization

Although no molecular lesion can specifically identify PMF,

some recurrent mutations are found and are helpful in  the

diagnosis and the prognostic stratification of PMF  patients.

JAK2 (Janus kinase 2), MPL (thrombopoietin receptor) and CALR

(calreticulin) genes frequently harbor somatic mutations in

PMF,  which induce the constitutive activation of the JAK-STAT,

PI3K and ERK pathways in a  ligand-independent way, lead-

ing to  increased myeloid proliferation. Approximately 50–60%

of PMF patients exhibit the JAK2V617F mutation.3–5 A  gain-of-

function mutation in  MPL  (MPLW515K/L),  which encodes the
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Table 1 – Risk stratification of primary myelofibrosis patients according to the Dynamic International Prognostic Scoring
System (DIPSS) and the age-adjusted DIPSS (aaDIPSS)16

DIPSS aaDIPPS

Value Value

0 1 2  0 1 2

Age (years) ≤65 >65 –  –  –

White blood cell count (×109/L) ≤25 >25 ≤25 >25

Hemoglobin (g/dL) ≥10 <10 ≥10 <10

Peripheral blood blasts (%) <1 ≥1  <1  ≥1

Constitutional symptomsa No Yes No  Yes

Risk category Score Survivalb Risk category Score Survivalb

Low 0  not reached  Low 0 Not reached

Intermediate 1 1  or  2  14.2 Intermediate 1  1 or 2 9.8

Intermediate 2 3  or  4  4 Intermediate 2  3 or 4 4.8

High 5  or  6  1.5 High >4  2.3

a 10% weight loss in six months, night sweats, unexplained fever  higher than 37.5 ◦C.
b Median, years.

thrombopoietin receptor and is a key factor for growth and

survival of megakaryocytes, has been reported in up to 5%

of PMF  cases.6,7 MPL  mutations may  occur concurrently with

the JAK2V617F mutation.8 Approximately 60–80% of JAK2 and

MPL wild type patients harbor CALR mutations.9,10 Additional

mutations in epigenetic regulators, such as  TET2,11 ASXL1,12

DNMT3A,13 IDH1/2,14 have been described in MPN patients

at variable frequencies and their prognostic value has been

object of studies.15

Risk  stratification

Adequate risk stratification in PMF  is essential to establish

the most suitable treatment for a particular patient, taking

the risk-benefit of each approach into account. In this sense,

the Dynamic International Prognostic Scoring System (DIPSS)

for PMF  is widely used in the clinical practice. DIPSS is a

dynamic prognostic model that considers modifications in the

risk profile after diagnosis and can predict prognosis at differ-

ent stages of the  disease (Table 1).16 The age-adjusted DIPSS is

a variation specifically developed for younger patients (age <65

years), comprising the group that is most commonly suitable

for intensive therapies such as allo-HSCT (Table 1).16

Treatment  options

Hydroxyurea

Hydroxyurea (HU) is a  non-alkylating antineoplastic agent

used for cytoreduction in myeloproliferative neoplasms.

Although there are few well designed studies evaluating HU

benefits in myelofibrosis patients, hydroxyurea is frequently

used to attenuate hyperproliferative manifestations related to

PMF.17 In a group of 40  PMF  patients, Martinez-Trillos et al.

showed significant response rates, with reductions in consti-

tutional symptoms (55%), symptomatic splenomegaly (45%),

thrombocytosis (40%) and leukocytosis (28%); accentuation

of anemia was the most common adverse event, and was

observed in almost half of the patients.17 When HU resis-

tance/refractoriness is  documented in the PMF proliferative

phase, switching from HU to a molecular targeted therapy (i.e.,

JAK1/2 inhibitor) should promptly be considered.18 The crite-

ria for resistance and refractoriness to HU in PMF  patients

have previously been defined by the  European LeukemiaNet

consensus.18

Support  therapy

Anemia

Anemia is a  frequent manifestation of PMF19 that might

be caused by different interacting factors, such as bone

marrow insufficiency (fibrosis), hypersplenism, bleeding, iron

deficiency, vitamin B12 or folate deficiency, or autoimmune

hemolysis.20,21 Moreover, specific PMF  treatment with cytore-

ductive drugs (HU)17 and JAK1/2 inhibitors22 can lead to, or

increase, anemia in these patients. Besides correcting the

potentially reversible causes of anemia, some other thera-

peutic possibilities might be considered when anemia is  a

disabling symptom. Some of them are discussed below.

a. Androgens

Androgens have been used to treat anemia in PMF  with

variable response rates; most of the studies described results

observed in small cohorts. Danazol, a semisynthetic attenu-

ated androgen that has fewer side effects, results in an anemia

response rate of 30–57% depending on the adopted response

criteria.21,23,24 In a  cohort of 50  patients with PMF,  Cervantes

et al.21 described a  30% response rate [defined by transfusion

cessation in transfusion-dependent patients or an increase

in hemoglobin (Hb) >2 g/dL in  patients without transfusion

requirements], with a median duration of anemia response

of 14 months. Androgens should not be  used in patients with

prostatic symptoms, prostate cancer or moderate to advanced

hepatic disease.

b. Erythropoiesis-stimulating agents

Although recombinant human erythropoietin (EPO) has

been widely used for the treatment of anemia of a  variety of
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causes, the experience in PMF  is relatively small and based on

studies with limited sample sizes. Reported overall response

rates range from 23% to 60%.25–28 Hb <10 g/dL, transfusion

independence,25,27 and EPO levels <125 U/L27 are factors that

might confer a  better response to treatment. However, these

data need to be validated in  larger cohorts using uniform

response criteria.

c. Immunomodulating drugs

Thalidomide has shown effectiveness in a  wide spectrum

of neoplasms due to its anti-angiogenic and immunological

effects. Previous reports using high doses of thalido-

mide (100–400 mg)  in PMF  have demonstrated encour-

aging responses regarding the improvement of anemia

(20%–60%), thrombocytopenia (38%–80%), and splenomegaly

(25%–41%).29–32 However, the high level of side effects (somno-

lence, fatigue, edema, constipation, neurological symptoms,

neutropenia) significantly reduced tolerability.29,30,32,33 The

use of low doses of thalidomide (50–100 mg)  associated or not

with prednisone (0.5 mg/kg/day) can decrease toxicity with

similar response rates.34–36 Lenalidomide, a  thalidomide ana-

log, has been described as an additional therapeutic option,

with response rates ranging from 19–30% for anemia, 0–50%

for thrombocytopenia and 10–42% for splenomegaly,37–39

according to the scheduled dose and the  response crite-

ria adopted. Recently, Daver et  al.40 evaluated the combined

effect of lenalidomide plus the JAK1/2 inhibitor ruxolitinib

in 31 patients with PMF; however, the  study had to be dis-

continued prematurely due to the elevated number of drop

outs (23 patients) due to drug toxicity.40 Among the patients

who  did not require early dose interruption, response rates

were high (73%), suggesting that additional studies using

lower doses of lenalidomide and ruxolitinib might be of

interest.40 Moreover, a retrospective study by Jabbour et al.41

that evaluated three previous phase 2 clinical trials com-

pared the efficacy of thalidomide and lenalidomide-based

therapies, and observed overall response rates of 16% and

34–38%, respectively, according to the International Work-

ing Group (IWG) for Myelofibrosis Treatment and Research

criteria. In addition, lenalidomide plus prednisone improved

response duration when compared to both thalidomide and

lenalidomide single agent therapies, suggesting that lenalido-

mide plus prednisone might be a  reasonable option when

deciding for immunomodulating drugs.41 Pomalidomide is a

potent second-generation immunomodulating drug that has

a better toxicity and safety profile than thalidomide and

lenalidomide,42 and has  been tested in PMF in  few stud-

ies with varying results. Anemia response rates ranged from

10–37%,42–47 but increased to  53% in a single report that specif-

ically analyzed the group of JAK2V617F-positive patients with

<10 cm palpable splenomegaly and <5% circulating blasts,

indicating that these factors might be predictors of better

response.44

d. Chronic transfusion and iron chelation

For the symptomatic anemic patients that are refractory

to specific therapies, chronic red blood cell transfusions may

improve symptoms and quality of life. For the treatment of

secondary iron overload in transfusion-dependent patients

who  have curative intentions (e.g. bone marrow trans-

plantation) and/or higher life expectations, iron chelation

should be considered in order to prevent iron-induced organ

damage. Furthermore, iron chelation may  promote an ery-

throid response with increased Hb levels in  some PMF

patients,48 albeit additional studies are needed to support this

recommendation.

Splenomegaly

The enlarged spleen is  a major source of discomfort and

impaired quality of life in  PMF. Constitutional symptoms, pain,

early satiety due to  gastric compression, portal hypertension

and cytopenias are frequent findings in PMF  in the fibrotic

phase.49,50 In PMF patients with an  unsatisfactory response

to pharmacological treatment, splenectomy and splenic radi-

ation may  be  treatment options, as discussed below.

a. Splenectomy

Despite the improvement in perioperative mortality follow-

ing splenectomy observed in  the last decades due to better

patient selection, vaccination, antimicrobials and surgical

procedures, splenectomy does not seem to alter patient sur-

vival and disease evolution.49 However, it might be exception-

ally indicated for the palliative control of persistent anemia,

thrombocytopenia, portal hypertension and pain.49,51 In a ret-

rospective analysis of 223 patients submitted to splenectomy

at the Mayo  Clinic during a  20-year period, durable remis-

sions in constitutional symptoms, transfusion-dependent

anemia, portal hypertension, and severe thrombocytopenia

were achieved in 67%, 23%, 50%, and 0% of the  patients, respec-

tively, with rates of nonfatal complications of 30.5%, including

7.2% of thrombosis, and 8.9% of fatal complications.51 San-

tos et  al.52 described, in a  cohort of 94 splenectomized PMF

patients, improvements of anemia and thrombocytopenia

in 47%  and 66% of the cases, respectively. Thrombosis was

observed in 16% of the patients, and post-operative mortality

was 5%, with a  lower overall survival for the patients that were

submitted to splenectomy during disease evolution.52 Since

splenectomy is  associated with substantial risks, the proce-

dure should only be considered for selected patients following

stringent criteria including absence of severe comorbidities,

adequate life expectancy, significant splenic symptoms that

affect quality of life, and failure of at least one pharmacological

therapy for splenomegaly.49

b. Splenic irradiation

Splenic irradiation is  a palliative modality of treatment

considered as  an alternative to splenectomy in PMF  patients

that have symptomatic splenomegaly and are ineligible for

surgical procedures. However, although spleen size reduc-

tion and symptom relief are observed in a high proportion

of patients, response to  treatment is usually brief and

transient.50,53 The worsening of pre-treatment cytopenias and

the emergence of infectious complications are frequently

found.53

Additional  palliative  measures

Myelofibrosis severely compromises quality of life as  a result

of marked splenomegaly, profound constitutional symptoms

and cachexia.54 In a  group of 458 patients, including PMF

and post-polycythemia vera (PV)/post-essential thrombocy-

topenia (ET) myelofibrosis, Mesa et al. found an  incidence

of 84% for fatigue, 47% for bone pain, 50% for pruritus, 56%

for night sweats and 54% for symptomatic splenomegaly.54

Therefore, adequate symptom control, such as  optimized pain
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management and evaluation of nutritional status, are manda-

tory adjuvant therapies.

Interferon

Interferon has been described as a  therapeutic option in

the treatment of PMF  patients, though only a  limited

number of studies evaluating the effects of interferon in

larger PMF  cohorts are available. Previous studies indi-

cated that recombinant interferon-� has the potential to

decrease the proliferation of PMF  neoplastic stem cells with

a significant reduction of marrow fibrosis, cellularity and

megakaryocyte density,55,56 which can result in  improvements

of splenomegaly and blood counts.56,57 Systemic toxicity

(cytopenias, asthenia, fatigue, myalgia) may limit interferon

use in a proportion of patients; however, most cases can be

manageable with dose reductions.55,56 Larger studies are nec-

essary to fully support interferon use in  PMF patients and its

effects on overall survival.

JAK1/2  inhibitors

The activation of the JAK-STAT pathway induced by muta-

tions in JAK2, CALR and MPL genes has a central role

in inducing cell proliferation in PMF,15 making this path-

way  a potential target for directed therapies. Ruxolitinib,

the first US Food and Drug Administration (FDA)-approved

oral JAK1/2 inhibitor is generally well-tolerated, and signif-

icantly reduces splenomegaly and ameliorates debilitating

myelofibrosis-related symptoms.22,58 An  evaluation of the

nutritional status in intermediate-2 or high risk PMF  patients

showed that ruxolitinib significantly increased weight and

albumin levels.59 The most common side effects are a dose-

dependent anemia and thrombocytopenia, that are usually

manageable with dose reductions.22,58 A  three-year follow up

analysis of the controlled myelofibrosis study with oral JAK

inhibitor (COMFORT-I) – a  double-blind, placebo-controlled

trial that previously suggested a  survival benefit for the  ruxoli-

tinib group58 – reported that ruxolitinib significantly improved

quality of life, reduced spleen volume and improved survival

of patients with intermediate-2 or high risk PMF when com-

pared to placebo.60 However, a recent Cochrane meta-analysis

suggested that there is  insufficient data for  definitive conclu-

sions regarding the benefits of ruxolitinib on the survival of

PMF  patients.61 Future updates in  ruxolitinib studies show-

ing longer follow-up times will be of value to allow definitive

conclusions regarding survival benefits. In order to identify

genes that may predict response to ruxolitinib in myelofibrosis

patients, Patel et al.62 screened mutations in 28  genes recur-

rently mutated in hematologic malignancies, and found that

patients with ≥3  mutations had poorer responses to ruxoli-

tinib and shorter overall survival.62 Despite other selective JAK

inhibitors having been submitted to clinical trials with promis-

ing results63,64 none have been approved for clinical use until

the present.

Bone  marrow  transplantation

Allo-HSCT is currently the only curative treatment option

for myelofibrosis patients. Allo-HSCT should be considered

in intermediate-2/high risk patients, and in patients with

refractory disease, adverse cytogenetics or >2% blasts in  the

peripheral blood.65–68 Although age >45 years is described as

an adverse prognostic factor for transplantation in PMF,66 allo-

HSCT can be considered for individuals younger than 70 years

old who have good performance status and no significant

comorbidities.65 Previous studies have demonstrated that

unrelated donor, post-transplant transfusion dependence,66

and JAK2V617F levels >1% one month after transplantation67

are prognostic factors that adversely affect overall

survival.

Special  situations

Post-polycythemia  vera  and  post-essential

thrombocythemia  myelofibrosis

PV and ET are MPN  which can evolve to myelofibrosis as  a

disease-related complication,69 with an incidence of evolution

to fibrosis over 15 years of 5–14%69,70 and 9.3%,69,71,72 respec-

tively. Post-PV and post-ET myelofibrosis are molecularly

distinct but phenotypically similar to PMF,  with equivalent

clinical courses; for this reason, most clinical trials group

patients of these three disease categories in their cohorts.2

Currently, there are no specific therapeutics for post-PV and

post-ET myelofibrosis, and these patients should be treated

similarly to PMF patients.2,73

Autoimmune  myelofibrosis

Autoimmune myelofibrosis (AMF) is  a  benign cause of bone

marrow fibrosis associated with autoimmune disorders, such

as  systemic lupus erythematosus, scleroderma, Sjogren’s syn-

drome, Hashimoto thyroiditis, autoimmune hepatitis, and

Evans syndrome.74 AMF can also be found in  patients

with no well-established diagnosis of autoimmune disease,

usually associated with elevated titers of antinuclear antibod-

ies, rheumatoid factor, and/or a positive direct antiglobulin

test.74,75 It is characterized by reticulin marrow fibrosis in

the absence of clustered or atypical megakaryocytes or  other

clinicopathological features of hematological malignancies.76

AMF  usually responds to corticosteroid therapy with a gen-

erally good prognosis.74,76 A course of prednisone starting

at 1 mg/kg/day and tapered over 1–3 months can result in

complete normalization of peripheral blood counts.76,77 Cases

with partial response to corticosteroids appear to  benefit

from the addition of another immunosuppressive agent. In

general, results of steroid therapy have been less impres-

sive in AMF  associated with systemic lupus erythematosus.

Although reduction of bone  marrow fibrosis after immunosup-

pressive treatment may  be  observed, the complete resolution

of bone marrow fibrosis is not necessary for the recovery of

peripheral blood cytopenias.76 Considering the differences in

treatment and prognosis, the differential diagnosis between

primary myelofibrosis and autoimmune myelofibrosis is

crucial.
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PMF DIPSS risk group

Low

intermediate-1

Intermediate-2

high

Asymptomatic Symptomatic

Watch and wait + +

Symptom-directed treatment

JAK inhibitors Allo-SCT

Treatment failure
Allo-SCT eligible

Disease progression

Age
Comorbidities
Performance status
Patients’ preferences

Figure 1 – Proposed treatment algorithm for primary

myelofibrosis patients according to DIPSS risk groups.

Therapeutic decisions take the risk group and patients’

particularities into account. The palliation of symptoms

needs to be continuously pursued, independently of the

therapeutic choice, and are additive to disease-modifying

treatment, as indicated by the dotted lines. PMF: primary

myelofibrosis; DIPSS: Dynamic International Prognostic

Scoring System; Allo-HSCT: allogeneic stem cell

transplantation.

Treatment  decision  – when  and  whom?

Asymptomatic PMF patients in the low and intermediate-1

risk groups according to DIPSS have a long expected survival

and do not usually require specific treatment. If  symptomatic,

patients in these risk categories can be treated according to

the prevailing symptom, as discussed above. Intermediate-2

and high-risk DIPSS patients have a  shortened survival and

should be considered for disease-modifying therapies, such

as JAK inhibitors and allo-HSCT, when tolerated; the decision

between these two  options has to be individualized taking

into account the patient’s age, performance status and prefer-

ences. Combination therapies for the  palliation of symptoms,

regardless of the risk group and the prognosis, are beneficial

and should be implemented to  improve patients’ quality of

life. A treatment algorithm is proposed in Figure 1.

Conclusions  and  perspectives

Expressive progression has recently been achieved in the

knowledge of the pathophysiology of primary myelofibro-

sis, which has allowed the development of targeted-drugs

that may alter disease progression. Many  molecule-specific

drugs are under development or being tested, but could not

be discussed herein due to space limitations. JAK inhibitors

have shown promising results, though additional studies and

follow-up time will be  of value to  further support survival ben-

efits. Currently, allo-HSCT remains the only curative option.

In a patient-based approach, the palliation of the symptoms

is fundamental from diagnosis until end-stage disease.

Conflicts  of  interest

The author declares no conflicts of interest.

Acknowledgements

The author would like to thank Raquel S. Foglio for English

review, and Dr. Sara T. Olalla Saad from the University of

Campinas and Dr. Fabiola Traina from the University of São

Paulo at Ribeirão Preto Medical School for their valuable

collaboration.

r  e f  e  r  e  n c  e  s

1. Thiele J, Kvasnicka HM, Tefferi A, Barosi G, Orazi A,  Vardiman,

et al. Myelofibrosis. In: Swerdlow SH, Campo E, Harris NL,

Jaffe ES, Pileri SA, Stein H, et al., editors. WHO classification of

tumours of haematopoietic and lymphoid tissues. Lyon:

WHO; 2008. p. 44–7.

2. Savona MR. Are we altering the natural history of primary

myelofibrosis? Leuk Res. 2014;38(9):1004–12.

3. Jones AV, Kreil S, Zoi K,  Waghorn K, Curtis C, Zhang L, et al.

Widespread occurrence of the JAK2 V617F mutation in chronic

myeloproliferative disorders. Blood. 2005;106(6):2162–8.

4. Kralovics R, Passamonti F,  Buser AS, Teo SS, Tiedt R, Passweg

JR,  et al. A gain-of-function mutation of JAK2 in

myeloproliferative disorders. N  Engl J  Med.

2005;352(17):1779–90.

5. Baxter EJ, Scott LM, Campbell PJ, East C, Fourouclas N,

Swanton S, et al. Acquired mutation of the tyrosine kinase

JAK2 in human myeloproliferative disorders. Lancet.

2005;365(9464):1054–61.

6. Pikman Y, Lee BH, Mercher T, McDowell E, Ebert BL, Gozo M,

et al. MPLW515L is a  novel somatic activating mutation in

myelofibrosis with myeloid metaplasia. PLoS Med.

2006;3(7):e270.

7. Pardanani AD, Levine RL, Lasho T, Pikman Y, Mesa RA,

Wadleigh  M, et al. MPL515 mutations in myeloproliferative

and other myeloid  disorders: a  study of 1182 patients. Blood.

2006;108(10):3472–6.

8. Boyd EM, Bench AJ, Goday-Fernandez A, Anand S, Vaghela KJ,

Beer P, et al. Clinical utility of routine MPL exon 10 analysis in

the  diagnosis of essential thrombocythaemia and primary

myelofibrosis. Br  J Haematol. 2010;149(2):250–7.

9. Nangalia J, Massie CE, Baxter EJ, Nice FL, Gundem G, Wedge

DC,  et al. Somatic CALR mutations in myeloproliferative

neoplasms with nonmutated JAK2. N Engl J Med.

2013;369(25):2391–405.

10. Machado-Neto JA, de Melo Campos P, de Albuquerque DM,

Costa FF, Lorand-Metze I,  Olalla Saad ST, et al. Somatic

mutations of calreticulin in a  Brazilian cohort of patients with

myeloproliferative neoplasms. Rev Bras Hematol Hemoter.

2015;37(3):211–4.

11. Tefferi A,  Pardanani A, Lim KH, Abdel-Wahab O, Lasho TL,

Patel J,  et al. TET2 mutations and their clinical correlates in

polycythemia vera, essential thrombocythemia and

myelofibrosis. Leukemia. 2009;23(5):905–11.

12. Fisher CL, Lee I,  Bloyer S, Bozza S, Chevalier J,  Dahl A,  et al.

Additional sex combs-like 1 belongs to the enhancer of

trithorax and polycomb group and genetically interacts with

Cbx2 in mice. Dev Biol. 2010;337(1):9–15.

13. Stegelmann F, Bullinger L, Schlenk RF, Paschka P,

Griesshammer M, Blersch C, et al. DNMT3A mutations in

myeloproliferative neoplasms. Leukemia. 2011;25(7):1217–9.

http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0390
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0395
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0400
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0405
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0410
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0415
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0420
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0425
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0430
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0435
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0440
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0445
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0450


262  rev bras hematol hemoter. 2 0  1 6;3 8(3):257–263

14. Pardanani A, Lasho TL, Finke CM, Mai M, McClure RF, Tefferi A.

IDH1  and IDH2 mutation analysis in chronic- and blast-phase

myeloproliferative neoplasms. Leukemia. 2010;24(6):1146–51.

15. Langabeer SE, Andrikovics H, Asp J, Bellosillo B, Carillo S,

Haslam K, et al. Molecular diagnostics of myeloproliferative

neoplasms. Eur J  Haematol. 2015;95(4):270–9.

16. Passamonti F, Cervantes F, Vannucchi AM, Morra E, Rumi E,

Pereira A, et al. A dynamic prognostic model to  predict

survival in primary myelofibrosis: a  study by the IWG-MRT

(International Working Group for Myeloproliferative

Neoplasms Research and Treatment). Blood.

2010;115(9):1703–8.

17. Martinez-Trillos A,  Gaya A,  Maffioli M, Arellano-Rodrigo E,

Calvo X, Diaz-Beya M, et al. Efficacy and tolerability of

hydroxyurea in the  treatment of the hyperproliferative

manifestations of myelofibrosis: results in 40  patients. Ann

Hematol. 2010;89(12):1233–7.

18. Barosi G, Birgegard G, Finazzi G, Griesshammer M, Harrison C,

Hasselbalch H, et al. A unified definition of clinical resistance

and intolerance to hydroxycarbamide in polycythaemia vera

and primary myelofibrosis: results of a European

LeukemiaNet (ELN) consensus process. Br J Haematol.

2010;148(6):961–3.

19. Cervantes F, Dupriez B, Pereira A,  Passamonti F,  Reilly JT,

Morra E, et al. New prognostic scoring system for primary

myelofibrosis based on a  study of the  International Working

Group for Myelofibrosis Research and Treatment. Blood.

2009;113(13):2895–901.

20. Reilly JT. Pathogenesis and management of idiopathic

myelofibrosis. Baillieres Clin Haematol. 1998;11(4):751–67.

21. Cervantes F, Isola IM, Alvarez-Larran A, Hernandez-Boluda JC,

Correa JG, Pereira A.  Danazol therapy for the anemia of

myelofibrosis: assessment of efficacy with current criteria of

response and long-term results. Ann Hematol.

2015;94(11):1791–6.

22. Harrison C, Kiladjian JJ, Al-Ali HK, Gisslinger H,  Waltzman R,

Stalbovskaya V, et al.  JAK inhibition with ruxolitinib versus

best available therapy for myelofibrosis. N Engl J Med.

2012;366(9):787–98.

23. Cervantes F, Alvarez-Larran A, Domingo A, Arellano-Rodrigo

E,  Montserrat E. Efficacy and tolerability of danazol as  a

treatment for the anaemia of myelofibrosis with myeloid

metaplasia: long-term results in 30 patients. Br J  Haematol.

2005;129(6):771–5.

24. Cervantes F, Hernandez-Boluda JC, Alvarez A, Nadal E,

Montserrat E. Danazol treatment of idiopathic myelofibrosis

with severe anemia. Haematologica. 2000;85(6):595–9.

25. Huang J, Tefferi A. Erythropoiesis stimulating agents have

limited therapeutic activity in  transfusion-dependent

patients with primary myelofibrosis regardless of serum

erythropoietin level. Eur J Haematol. 2009;83(2):154–5.

26. Cervantes F, Alvarez-Larran A, Hernandez-Boluda JC, Sureda

A, Granell M, Vallansot R, et al. Darbepoetin-alpha for the

anaemia of myelofibrosis with myeloid metaplasia. Br J

Haematol. 2006;134(2):184–6.

27. Cervantes F, Alvarez-Larran A, Hernandez-Boluda JC, Sureda

A, Torrebadell M, Montserrat E. Erythropoietin treatment of

the  anaemia of myelofibrosis with myeloid metaplasia:

results in  20 patients and review of the literature. Br J

Haematol.  2004;127(4):399–403.

28. Tsiara SN, Chaidos A,  Bourantas LK, Kapsali HD, Bourantas

KL. Recombinant human erythropoietin for the  treatment of

anaemia in patients with chronic idiopathic myelofibrosis.

Acta Haematol. 2007;117(3):156–61.

29. Barosi G, Grossi A, Comotti B, Musto P, Gamba G, Marchetti M.

Safety and efficacy of thalidomide in patients with

myelofibrosis with myeloid metaplasia. Br J  Haematol.

2001;114(1):78–83.

30. Barosi G,  Elliott M, Canepa L, Ballerini F,  Piccaluga PP, Visani G,

et al. Thalidomide in myelofibrosis with myeloid metaplasia:

a  pooled-analysis of individual patient data from five studies.

Leuk Lymphoma. 2002;43(12):2301–7.

31. Elliott MA, Mesa RA, Li CY, Hook CC, Ansell SM, Levitt RM,

et al. Thalidomide treatment in myelofibrosis with myeloid

metaplasia. Br J Haematol. 2002;117(2):288–96.

32. Strupp C, Germing U, Scherer A, Kundgen A, Modder U,

Gattermann N, et al. Thalidomide for the treatment of

idiopathic myelofibrosis. Eur J  Haematol. 2004;72(1):52–7.

33. Canepa L,  Ballerini F,  Varaldo R, Quintino S, Reni L, Clavio M,

et al. Thalidomide in agnogenic and secondary myelofibrosis.

Br J Haematol. 2001;115(2):313–5.

34. Mesa RA, Steensma DP, Pardanani A, Li CY, Elliott M,

Kaufmann SH, et al. A phase 2 trial of combination low-dose

thalidomide and prednisone for the  treatment of

myelofibrosis with myeloid metaplasia. Blood.

2003;101(7):2534–41.

35. Marchetti M, Barosi G, Balestri F,  Viarengo G, Gentili S, Barulli

S,  et al. Low-dose thalidomide ameliorates cytopenias and

splenomegaly in myelofibrosis with myeloid metaplasia: a

phase II trial. J  Clin Oncol. 2004;22(3):424–31.

36. Weinkove R, Reilly JT, McMullin MF, Curtin NJ, Radia D,

Harrison CN. Low-dose thalidomide in myelofibrosis.

Haematologica. 2008;93(7):1100–1.

37. Tefferi A,  Cortes J, Verstovsek S,  Mesa RA, Thomas D,  Lasho

TL,  et al. Lenalidomide therapy in myelofibrosis with myeloid

metaplasia. Blood. 2006;108(4):1158–64.

38. Quintas-Cardama A, Kantarjian HM, Manshouri T, Thomas D,

Cortes J, Ravandi F, et al. Lenalidomide plus prednisone

results in durable clinical, histopathologic, and molecular

responses in patients with myelofibrosis. J Clin Oncol.

2009;27(28):4760–6.

39. Mesa RA, Yao X, Cripe LD, Li CY, Litzow M, Paietta E, et al.

Lenalidomide and prednisone for myelofibrosis: Eastern

Cooperative Oncology Group (ECOG) phase 2 trial E4903.

Blood. 2010;116(22):4436–8.

40. Daver N,  Cortes J, Newberry K,  Jabbour E, Zhou L,  Wang X,

et al. Ruxolitinib in combination with lenalidomide as

therapy for patients with myelofibrosis. Haematologica.

2015;100(8):1058–63.

41. Jabbour E, Thomas D, Kantarjian H, Zhou L, Pierce S,  Cortes J,

et al. Comparison of thalidomide and lenalidomide as

therapy for myelofibrosis. Blood. 2011;118(4):899–902.

42. Daver N,  Shastri A,  Kadia T, Newberry K, Pemmaraju N,

Jabbour E, et al. Phase II study of pomalidomide in

combination with prednisone in patients with myelofibrosis

and  significant anemia. Leuk Res. 2014;38(9):1126–9.

43. Daver N,  Shastri A,  Kadia T, Quintas-Cardama A,  Jabbour E,

Konopleva M, et al. Modest activity of pomalidomide in

patients with myelofibrosis and significant anemia. Leuk Res.

2013;37(11):1440–4.

44. Begna KH, Pardanani A,  Mesa R, Litzow MR, Hogan WJ,

Hanson CA, et al. Long-term outcome of pomalidomide

therapy in myelofibrosis. Am  J Hematol. 2012;87(1):66–8.

45. Begna KH, Mesa RA, Pardanani A, Hogan WJ,  Litzow MR,

McClure RF, et al. A phase-2 trial of low-dose pomalidomide

in myelofibrosis. Leukemia. 2011;25(2):301–4.

46. Mesa RA,  Pardanani AD, Hussein K, Wu W,  Schwager S, Litzow

MR, et al. Phase1/-2 study of Pomalidomide in myelofibrosis.

Am  J Hematol. 2010;85(2):129–30.

47. Tefferi A,  Verstovsek S,  Barosi G,  Passamonti F, Roboz GJ,

Gisslinger H, et al. Pomalidomide is active in the treatment of

anemia associated with myelofibrosis. J  Clin Oncol.

2009;27(27):4563–9.

48. Latagliata R, Montagna C, Porrini R, Di Veroli A, Leonetti SC,

Niscola P, et al. Chelation efficacy and erythroid response

during deferasirox treatment in patients with

http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0455
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0460
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0465
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0470
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0475
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0480
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0485
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0490
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0495
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0500
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0505
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0510
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0515
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0520
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0525
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0530
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0535
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0540
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0545
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0550
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0555
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0560
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0565
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0570
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0575
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0580
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0585
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0590
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0595
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0600
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0605
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0610
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0615
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0620
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625


rev bras hematol hemoter. 2 0 1  6;3 8(3):257–263 263

myeloproliferative neoplasms in fibrotic phase. Eur J

Haematol. 2015.

49. Mesa RA. How I treat symptomatic splenomegaly in  patients

with myelofibrosis. Blood. 2009;113(22):5394–400.

50. Elliott MA, Tefferi A. Splenic irradiation in myelofibrosis with

myeloid metaplasia: a  review. Blood Rev. 1999;13(3):163–70.

51. Tefferi A,  Mesa RA, Nagorney DM, Schroeder G, Silverstein

MN. Splenectomy in myelofibrosis with myeloid metaplasia: a

single-institution experience with 223 patients. Blood.

2000;95(7):2226–33.

52. Santos FP, Tam CS, Kantarjian H, Cortes J, Thomas D, Pollock

R, et al. Splenectomy in patients with myeloproliferative

neoplasms: efficacy, complications and impact on survival

and  transformation. Leuk Lymphoma. 2014;55(1):121–7.

53. Kitanaka A, Takenaka K, Shide K, Miyamoto T, Kondo T,

Ozawa K, et al. Splenic irradiation provides transient

palliation for symptomatic splenomegaly associated with

primary myelofibrosis: a  report on 14 patients. Int J  Hematol.

2016.

54. Mesa RA, Schwager S, Radia D, Cheville A, Hussein K, Niblack

J,  et al. The Myelofibrosis Symptom Assessment Form

(MFSAF): an evidence-based brief inventory to measure

quality of life and symptomatic response to treatment in

myelofibrosis. Leuk Res. 2009;33(9):1199–203.

55. Pizzi M, Silver RT, Barel A, Orazi A. Recombinant

interferon-alpha in myelofibrosis reduces bone marrow

fibrosis, improves its morphology and is associated with

clinical response. Mod Pathol. 2015;28(10):1315–23.

56. Silver RT, Vandris K, Goldman JJ. Recombinant

interferon-alpha may retard progression of early primary

myelofibrosis: a  preliminary report. Blood.

2011;117(24):6669–72.

57. Silver RT, Kiladjian JJ, Hasselbalch HC. Interferon and the

treatment of polycythemia vera, essential thrombocythemia

and myelofibrosis. Expert Rev Hematol. 2013;6(1):49–58.

58. Verstovsek S, Mesa RA, Gotlib J,  Levy RS, Gupta V, DiPersio JF,

et al. A double-blind, placebo-controlled trial of ruxolitinib for

myelofibrosis. N  Engl J Med. 2012;366(9):799–807.

59. Mesa RA, Verstovsek S, Gupta V, Mascarenhas JO, Atallah E,

Burn T, et al. Effects of ruxolitinib treatment on metabolic and

nutritional parameters in patients with myelofibrosis from

COMFORT-I. Clin Lymphoma Myeloma Leuk.

2015;15(4):214–21.

60. Verstovsek S, Mesa RA, Gotlib J,  Levy RS, Gupta V, DiPersio JF,

et al. Efficacy, safety, and survival with ruxolitinib in patients

with myelofibrosis: results of a  median 3-year follow-up of

COMFORT-I. Haematologica. 2015;100(4):479–88.

61. Marti-Carvajal AJ, Anand V, Sola I.  Janus kinase-1 and Janus

kinase-2 inhibitors for treating myelofibrosis. Cochrane

Database Syst Rev. 2015;4:CD010298.

62. Patel KP, Newberry KJ,  Luthra R, Jabbour E, Pierce S, Cortes J,

et al. Correlation of mutation profile and response in patients

with myelofibrosis treated with ruxolitinib. Blood.

2015;126(6):790–7.

63. Beauverd Y, McLornan DP, Harrison CN. Pacritinib: a new

agent for the management of myelofibrosis? Expert Opin

Pharmacother. 2015;16(15):2381–90.

64. Jamieson C, Hasserjian R, Gotlib J, Cortes J,  Stone R, Talpaz M,

et al. Effect of treatment with a  JAK2-selective inhibitor,

fedratinib, on bone marrow fibrosis in patients with

myelofibrosis. J  Transl Med. 2015;13:294.

65. Kroger NM, Deeg JH, Olavarria E, Niederwieser D, Bacigalupo

A,  Barbui T, et al. Indication and management of allogeneic

stem  cell transplantation in primary myelofibrosis: a

consensus process by an EBMT/ELN international working

group.  Leukemia. 2015;29(11):2126–33.

66. Markiewicz M, Dzierzak Mietla M, Wieczorkiewicz A,  Mizia S,

Helbig G, Kopera M, et al. Safety and outcome of allogeneic

stem cell transplantation in myelofibrosis. Eur J  Haematol.

2016;96(3):222–8.

67. Lange T, Edelmann A, Siebolts U, Krahl R, Nehring C,  Jakel N,

et al. JAK2 p.V617F allele burden in myeloproliferative

neoplasms one month after allogeneic stem cell

transplantation significantly predicts outcome and risk of

relapse. Haematologica. 2013;98(5):722–8.

68. Rondelli D, Barosi G, Bacigalupo A, Prchal JT, Popat U,

Alessandrino EP, et al. Allogeneic hematopoietic stem-cell

transplantation with reduced-intensity conditioning in

intermediate- or high-risk patients with myelofibrosis with

myeloid metaplasia. Blood. 2005;105(10):4115–9.

69. Cerquozzi S,  Tefferi A. Blast transformation and fibrotic

progression in polycythemia vera  and essential

thrombocythemia: a  literature review of incidence and risk

factors.  Blood Cancer J. 2015;5:e366.

70. Passamonti F, Rumi  E, Pungolino E, Malabarba L,  Bertazzoni P,

Valentini M, et al. Life expectancy and prognostic factors for

survival  in patients with polycythemia vera  and essential

thrombocythemia. Am J Med. 2004;117(10):

755–61.

71. Wolanskyj AP,  Schwager SM, McClure RF, Larson DR, Tefferi A.

Essential thrombocythemia beyond the first decade: life

expectancy, long-term complication rates, and prognostic

factors. Mayo Clin Proc. 2006;81(2):159–66.

72. Barbui T, Thiele J, Passamonti F, Rumi E, Boveri E, Ruggeri M,

et al. Survival and disease progression in essential

thrombocythemia are  significantly influenced by  accurate

morphologic diagnosis: an international study. J Clin Oncol.

2011;29(23):3179–84.

73. Cervantes F. How I  treat myelofibrosis. Blood.

2014;124(17):2635–42.

74. Vergara-Lluri ME, Piatek CI, Pullarkat V, Siddiqi IN, O’Connell

C,  Feinstein DI, et al. Autoimmune myelofibrosis: an  update

on morphologic features in 29 cases and review of  the

literature. Hum Pathol. 2014;45(11):2183–91.

75. Bass RD, Pullarkat V, Feinstein DI, Kaul A, Winberg CD, Brynes

RK. Pathology of autoimmune myelofibrosis. A report of three

cases and a  review of the literature. Am J Clin Pathol.

2001;116(2):211–6.

76. Pullarkat V, Bass RD, Gong JZ, Feinstein DI, Brynes RK. Primary

autoimmune myelofibrosis: definition of a  distinct

clinicopathologic syndrome. Am J Hematol. 2003;72(1):

8–12.

77. Paquette RL, Meshkinpour A, Rosen PJ. Autoimmune

myelofibrosis. A  steroid-responsive cause of bone marrow

fibrosis associated with systemic lupus erythematosus.

Medicine (Baltimore). 1994;73(3):145–52.

http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0625
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0630
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0635
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0640
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0645
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0650
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0655
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0660
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0665
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0670
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0675
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0680
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0685
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0690
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0695
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0700
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0705
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0710
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0715
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0720
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0725
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0730
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0735
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0740
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0745
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0750
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0755
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0760
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0765
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770
http://refhub.elsevier.com/S1516-8484(16)30014-7/sbref0770

	Primary myelofibrosis: current therapeutic options
	Overview
	Molecular characterization
	Risk stratification
	Treatment options
	Hydroxyurea
	Support therapy
	Anemia
	Splenomegaly
	Additional palliative measures

	Interferon
	JAK1/2 inhibitors
	Bone marrow transplantation

	Special situations
	Post-polycythemia vera and post-essential thrombocythemia myelofibrosis
	Autoimmune myelofibrosis

	Treatment decision – when and whom?
	Conclusions and perspectives
	Conflicts of interest
	Acknowledgements
	References


