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PALAVRAS-CHAVE Resumo

Quilotérax; Objetivo: Relatar o caso de uma crianca com quilotdrax bilateral devido a etiologia pouco
Vomito; frequente: lesdo do ducto toracico apos quadro de vomitos excessivos.

Ducto toracico; Descrigcéo do caso: M\enina, sete anos, apresentava edema facial cronico iniciado apos qua-
Cintilografia; dro de hiperemese. A avaliacdo, também apresentava derrame pleural bilateral, com liquido
Crianca quiloso obtido na toracocentese. Apos extensa investigacao clinica, laboratorial e radiolo-

gica da etiologia do quilotérax, foi definido ser secundario a lesdo do ducto toracico por
aumento da pressao intratoracica pela manifestacao inicial de vémitos, corroborado por achados
de linfocintilografia.

Comentdrios: A excecdo do periodo neonatal, o quilotérax é achado infrequente de efusio
pleural em criancas. As causas sao diversas, incluindo trauma, neoplasia, infeccao e doencas
inflamatorias; contudo, etiologia como a aqui descrita é pouco relatada na literatura.

© 2016 Publicado por Elsevier Editora Ltda. em nome de Sociedade de Pediatria de Sao Paulo.
Este é um artigo Open Access sob uma licenca CC BY (http://creativecommons.org/licenses/

by/4.0/).
KEYWORDS Bilateral spontaneous chylothorax after severe vomiting in children
Chylothorax;
Vomiting; Abstract

] . Objective: To report the case of a child with bilateral chylothorax due to infrequent etiology:
Thoracic duct; . .. .\
Scintigraphy: thoracic duct injury after severe vomiting.
Child ’ Case description: Girl, 7 years old, with chronic facial swelling started after hyperemesis.
During examination, she also presented with bilateral pleural effusion, with chylous fluid
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obtained during thoracentesis. After extensive clinical, laboratory, and radiological investiga-
tion of the chylothorax etiology, it was found to be secondary to thoracic duct injury by the
increased intrathoracic pressure caused by the initial manifestation of vomiting, supported by
lymphoscintigraphy findings.

Comments: Except for the neonatal period, chylothorax is an infrequent finding of pleural
effusion in children. There are various causes, including trauma, malignancy, infection, and
inflammatory diseases; however, the etiology described in this study is poorly reported in the
literature.

© 2016 Published by Elsevier Editora Ltda. on behalf of Sociedade de Pediatria de Sao Paulo.
This is an open access article under the CC BY license (http://creativecommons.org/licenses/

by/4.0/).

Introducao

0 quilotérax é definido como o acumulo de linfa no espaco
pleural, causado por lesdo no ducto toracico, e é uma
causa infrequente de derrame pleural em criancas."? Pode
levar a morbidade respiratoria consideravel e tem uma lista
extensa de causas, com grande dificuldade diagndstica.’?
Este estudo tem por objetivo relatar o caso de uma crianca
com quilotérax bilateral espontaneo.

Descricdo do caso

Paciente do sexo feminino, sete anos, branca, encaminhada
por suspeita diagnodstica de lUpus eritematoso sistémico.
Relatava historia, havia cinco meses, de inicio abrupto de
vomitos e distensao abdominal autolimitados, apos inges-
tao de grande quantidade de chocolate; em sequéncia,
passou a apresentar edema cronico de face, de carater insi-
dioso e permanente. Apds trés meses do inicio dos sintomas
e extensa avaliacdo de quadros alérgicos, foi submetida
a tomografia computadorizada de térax e abdome, que
evidenciou linfonodomegalia abdominal e derrame pleural
bilateral. Foi feita drenagem de torax em outro servico, com
relato de liquido pleural leitoso. Fez, também, no servico de
origem, avaliacOes laboratoriais, cuja maioria dos resultados
estava dentro dos valores de normalidade (incluindo hemo-
grama, funcao renal, C3, C4, fator reumatoide, anti-Sm,

anti-Ro, anti-La, anti-ds-DNA), exceto por fator antinuclear
positivo, na titulacao de 1:640, padrao nuclear pontilhado
grosso.

Na primeira consulta ambulatorial neste servico, a paci-
ente foi submetida a nova radiografia de torax (fig. 1A),
que evidenciou recorréncia do derrame pleural bilateral.
Foi feita toracocentese a direita, cujo liquido mostrou
cor branca leitosa; leucdcitos 1.120mm? (linfécitos 96%,
neutréfilos 3%, plasmocitos 1%); hemacias 710mm?3; protei-
nas 3,7g/dL; glicose 87mg/dL; triglicerideos 2.855mg/dL.
A crianca foi internada, mantida em jejum e iniciada tera-
péutica com nutricdo parenteral. Apos 21 dias, sem reducdo
do volume do quilotorax, foi feita drenagem toracica bila-
teral, com retirada de 450mL de secrecao quilosa a direita
e 300mL a esquerda. Os drenos foram mantidos em selo
d’agua, com reducdo acentuada do edema palpebral. Trés
dias apds a drenagem foi iniciada dieta hipogordurosa. Os
drenos foram retirados apos 25 dias.

Foi solicitada dosagem sérica do fator de crescimento
vasoendotelial-D (VEGF-D), marcador que, em niveis eleva-
dos, é util para o diagnodstico de linfangioleiomiomatose,
cujo resultado de 125pg/mL, pouco acima do valor de refe-
réncia (31-86pg/mL), descartou tal possibilidade. Foi feita
linfocintilografia (fig. 2) com administracdo intradérmica de
radiofarmaco no dorso do pé e captacdo subsequente das
imagens do radiotracador que evidenciaram extravasamento
do mesmo na topografia do introito toracico bilateralmente,
compativel com lesdao do ducto toracico, secundaria ao

F

Figura 1 Imagens de radiografia de térax da paciente em incidéncia posteroanterior; A - a admissdo da paciente, observa-
-se obliteracao dos seios costofrénicos bilateralmente, com opacidade pleuropulmonar a direita; B - seis meses apos a alta, em

consulta ambulatorial, radiografia sem alteracoes.
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Figura 2 Imagem de SPECT/CT das regides cervicotoracica e
abdominal obtida a partir do exame de linfocintilografia com
administracdo intradérmica de dextran-99mTC no dorso dos
pés; as imagens obtidas 18 horas ap6s o inicio do exame mostram
area focal de retencado/extravasamento do radiotracador nos
ductos linfaticos localizados na topografia do introito toracico
bilateralmente, mais acentuado a direita.

aumento da pressao intracavitaria, provocada pelos vomitos
ocorridos no inicio do quadro. A paciente recebeu alta apos
53 dias de internacao, com acompanhamento ambulatorial,
durante o qual foi liberada dieta geral, sem restricao lipi-
dica. Mantém-se assintomatica no seguimento (radiografia
de térax de controle na fig. 1B), sem alteracdes aos exames
laboratoriais, incluindo avaliacao por reumatologista.

Discussao

0O quadro clinico de paciente com quilotérax é insidioso,
evolui a medida que se acumula liquido no espaco pleu-
ral: assintomatico no inicio, cursa posteriormente com
tosse e dispneia;’? febre e dor pleuritica sdo achados
infrequentes.”® Ao exame fisico, nota-se macicez uni ou
bilateral e diminuicdo do murmurio vesicular.> Complicacées
de um quilotérax de evolucao cronica incluem desnutricao
proteico-caldrica, imunodeficiéncia por deplecao de linfoci-
tos e imunoglobulinas'* e distUrbios eletroliticos.’

O diagnostico, com base na suspeita em paciente com
quadro clinico sugestivo e achados radiologicos compativeis
(derrame pleural em radiografia de térax simples ou ultras-
sonografia), é feito a partir da toracocentese.”* O liquido
obtido é branco, inodoro, de aspecto leitoso,”* mas pode
apresentar-se como serossanguinolento.® A avaliacdo labo-
ratorial mostra niveis de triglicerideos na amostra acima de
110mg/dL e relacdo de colesterol do liquido pleural sobre
sérico <1,0."3 Encontra-se, geralmente, celularidade com
predominio de linfocitos (>50%), conteldo de proteina entre
2-3mg/dL> e baixos niveis de lactato desidrogenase.>> Se
persistir a divida diagndstica, o exame de eleicao é a pes-
quisa de quilomicrons no liquido bioldgico, com resultado
positivo."3

Apos essa confirmacdo, pode-se lancar mao de outros
estudos para auxiliar na investigacao, como tomografia com-
putorizada e/ou ressonancia magnética, além de exames
mais especificos para avaliacdo do sistema linfatico, como
a linfangiografia e a linfocintilografia.”? De acordo com a
localizacado da ruptura do ducto toracico, considerando tam-
bém as variacbes anatomicas, pode ser detectada colecdo
unilateral (mais comumente a direita) ou, mais raramente,
bilateral (em um sexto dos casos).’

As causas de quilotérax em criancas sao diversas, variam
conforme a faixa etaria e o mecanismo de lesao do
ducto toracico. Uma revisao publicada em 2014 lista mais
de 35 possiveis etiologias." Dentre essas, encontram-se
malformacdes congénitas do sistema linfatico, como lin-
fangiomas pulmonares, linfangectasia e atresia do ducto
toracico; "> quilotérax associado a sindromes genéticas,
como sindrome de Down, Noonan e Turner,® entre outras;"®
pos procedimentos cirlrgicos de cabeca e pescoco e tora-
cicos (em até 6% das cirurgias cardiacas);"’ apds outros
eventos iatrogénicos no periodo neonatal, como tocotrau-
matismo e trombose de veia cava superior por cateterizacao
venosa central;>¢ quilotorax pds-trauma toracico fechado;'
e quilotorax associado a neoplasias, como neurogénicas,
teratomas, sarcomas e, especialmente, os linfomas, nos
quais o acimulo de linfa no espaco pleural pode ser
manifestacao inicial;"? além de infeccées granulomatosas
como tuberculose." A paciente deste caso ndo apresen-
tava achados compativeis com malformagbes congénitas,
nao havia sofrido trauma ou cirurgia e foram descartadas
neoplasias e infeccdes. Outras possiveis causas para o desen-
volvimento de quilotorax sdo as reumatoldgicas, motivo
inicial da vinda da paciente ao nosso servico. Sao relata-
dos como possiveis desencadeadores o lUpus eritematoso
sistémico,® a doenca de Behcet,” a plrpura de Henoch-
-Schonlein' e a sarcoidose.'” Da mesma forma, a paciente
nao apresentava critérios clinicos e laboratoriais para essas
condicoes antes e tampouco durante o seguimento, e foram
entao descartadas.

Outra condicao descartada neste presente caso foi a lin-
fangioleiomiomatose. Trata-se de doenca rara, que pode
se associar ao complexo da esclerose tuberosa, é carac-
terizada como neoplasia de baixo grau metastatizante,
que cursa com alteracbes cisticas insidiosas no parén-
quima pulmonar e também afeta os vasos linfaticos e
linfonodos e leva ao quilotérax.'” Foi usada a dosagem
do VEGF-D para descartar esse diagnostico no presente
caso, ja que o marcador estd presente em niveis eleva-
dos na maioria dos doentes, é considerado confiavel para
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o diagnostico e a avaliagcdo da resposta terapéutica nesses
casos. %13

Dessa forma, excluidas todas as possibilidades, foi consi-
derada a causa restante para o aparecimento do quilotérax
em crianca: aumento de pressdo intratordcica causada
por tosse ou vOmito excessivos.! Tal condicdo associa-
-se com doencas como as sindromes de Boerhaave e
Mallory-Weiss, o pneumotoérax e o enfisema subcutaneo.™
Contudo, a associacao dessa condicao com a ruptura do
ducto toracico é raramente descrita - ha um relato de
uma menina de nove anos com quilotérax apos vomitos
excessivos'® e de dois adultos (33 e 65 anos) com surgi-
mento de derrame pleural linfatico apés crises de tosse. '
Pelo antecedente de vOmitos excessivos e instalacdo
abrupta do quadro, essa causa pode ser inferida para
o caso apresentado. Contudo, ao contrario do relatado
na literatura, a lesdo linfatica na paciente aqui descrita
ocorreu em nivel do introito toracico, e nao préximo ao
diafragma.?'®

O tratamento do quilotérax, apds toracocentese e
eventual drenagem toracica, inicialmente é conservador,
baseado na introducao de dieta sem gorduras com adicao
de triglicerideos de cadeia média, que sao absorvidos dire-
tamente para a circulacdo portal.”>’ Na falha da dieta
enteral ou como primeira escolha opcional, pode-se lancar
mao de nutricdo parenteral.”’ Terapéuticas adjuvantes,
como uso de octreotide,”>’ ainda carecem de mais res-
paldo na literatura para tratamento em criancas.’ Devido
a outras complicacdes, como a hipogamaglobulinemia e o
maior risco de tromboses (pela perda de antitrombina),
alguns autores advogam o uso de imunoglobulina endove-
nosa e anticoagulacdo conforme cada caso.” O rol de opgées
no tratamento cirdrgico inclui ligadura do ducto toracico
por toracoscopia, pleurodese e shunts pleuroperitoneais;
entretanto, essas abordagens, via de regra, sao reservadas
aos pacientes que nao responderam ao tratamento clinico
inicial (sem melhoria apo6s 2-4 semanas e manutencao de
alto débito a drenagem)."?>7 Além dessas terapéuticas
especificas, devem ser avaliadas as eventuais condicoes de
base, como neoplasia ou infeccao, para melhor resolucao do
caso.’

Apesar de ser uma causa rara de efusao pleural em
criancas (a excecdo do periodo neonatal),’® o quilotorax
pode resultar em importante morbidade nesses pacientes.
O presente caso ilustra a dificuldade para elucidacao diag-
nostica da causa de um quilotorax e serve como lembrete
de que, a despeito de diversas outras patologias que estao
mais frequentemente associadas a essa entidade, também
se deve incluir nos diferenciais a lesdo do ducto toracico por
aumento da pressao intratoracica causada por tosse e/ou
vomitos importantes.

Financiamento
O estudo nao recebeu financiamento.
Conflitos de interesse

Os autores declaram nao haver conflitos de interesse.

Referéncias

1. Tutor JD. Chylothorax in infants and children. Pediatrics.
2014;133:722-33.

2. Soto-Martinez M, Massie J. Chylothorax: diagnosis and manage-
ment in children. Paediatr Respir Rev. 2009;10:199-207.

3. Skouras V, Kalomenidis I. Chylothorax: diagnostic approach.
Curr Opin Pulm Med. 2010;16:387-93.

4. Kovacikova L, Lakomy M, Skrak P, Cingelova D. Immunologic sta-
tus in pediatric cardiosurgical patients with chylothorax. Bratisl
Lek Listy. 2007;108:3-6.

5. McGrath EE, Blades Z, Anderson PB. Chylothorax: aetiology,
diagnosis and therapeutic options. Respir Med. 2010;104:1-8.

6. Rocha G. Pleural effusions in the neonate. Curr Opin Pulm Med.
2007;13:305-11.

7. Panthongviriyakul C, Bines JE. Post-operative chylothorax in
children: an evidence-based management algorithm. J Paediatr
Child Health. 2008;44:716-21.

8. Lin YJ, Chen DY, Lan JL, Hsieh TY. Chylothorax as the initial
presentation of systemic lupus erythematosus: a case report.
Clin Rheumatol. 2007;26:1373-4.

9. Zhang L, Zu N, Lin B, Wang G. Chylothorax and chylopericar-
dium in Behcet’s diseases: case report and literature review.
Clin Rheumatol. 2013;32:1107-11.

10. Cogar BD, Groshong TD, Turpin BK, Guajardo JR. Chylothorax
in Henoch-Schonlein purpura: a case report and review of the
literature. Pediatr Pulmonol. 2005;39:563-7.

11. Soskel NT, Sharma OP. Pleural involvement in sarcoidosis. Curr
Opin Pulm Med. 2000;6:455-68.

12. Xu KF, Lo BH. Lymphangioleiomyomatosis: differential diag-
nosis and optimal management. Ther Clin Risk Manag.
2014;10:691-700.

13. Young L, Lee HS, Inoue Y, Moss J, Singer LG, Strange C, et al.
Serum VEGF-D a concentration as a biomarker of lymphangio-
leiomyomatosis severity and treatment response: a prospective
analysis of the Multicenter International Lymphangioleiomyo-
matosis Efficacy of Sirolimus (MILES) trial. Lancet Respir Med.
2013;1:445-52.

14. Yekeler E, Ulutas H. Bilateral chylothorax after severe vomiting
in a child. Ann Thorac Surg. 2012;94:e21-3.

15. Adas G, Karatepe O, Battal M, Dogan Y, Karyagar S, Kutlu A.
Coughing may lead to spontaneous chylothorax and chylous asci-
tes. Case Rep Gastroenterol. 2007;1:178-83.

16. CandasF, Yildizhan A, Gorur R, Isitmangil T. Is bilateral chylotho-
rax possible after simple cough? Yes. Asian Cardiovasc Thorac
Ann. 2015;23:471-3.


http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0085
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0090
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0095
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0100
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0105
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0110
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0115
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0120
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0125
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0130
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0135
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0140
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0145
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0150
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0155
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160
http://refhub.elsevier.com/S0103-0582(16)30005-3/sbref0160

