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Temblor ortostatico secundario
al uso recreativo de disolventes

-
@ CrossMark

Orthostatic tremor secondary to recreational
use of solvents

Sr. Editor:

Los disolventes organicos son compuestos organicos volati-
les, que se utilizan para disolver materias primas, productos
o materiales residuales, utilizandose como agentes de lim-
pieza, como pegamentos, como componentes de pinturas,
como plastificantes y muchos otros usos industriales. Dada su
amplia disponibilidad puede ser objeto de uso como sustan-
cia con efectos psicoestimulante, siendo esto mas frecuente
en paises en vias de desarrollo.

Paciente de 30 afos, ex-consumidor de cocaina con ante-
cedentes de neuritis optica bilateral de 8 afios de evolucion
sin etiologia filiada. Acude a urgencias por cuadro de 2 afnos
de evolucion con caidas frecuentes y alteracion de la mar-
cha que le llega a limitar la deambulacion normal llegando a
precisar de ayuda para deambular. Inicialmente se atribuy6
a probables mioclonias epilépticas (con EEG normal), por lo
cual se inici6 tratamiento con levetiracetam 500 mg/12 h,
el cual no logré controlar los sintomas, sino que ademas
provocéd efectos adversos que motivaron el abandono del
tratamiento de forma voluntaria por el paciente; dado la
edad, el grado de limitacion que presentabay el tratamiento
fallido se decide ingreso para estudio.

A la exploracion fisica el paciente estaba orientado en
tiempo y espacio, sin alteraciones del habla ni el contenido
de la misma; no habia alteraciones de pares craneales; no
alteraciones motoras ni sensitivas en extremidades; desta-
caba temblor en las extremidades superiores de predominio
intencional con componente postural y ausencia en reposo
compatible con temblor de origen cereboloso. Las extre-
midades inferiores presentaban temblor de tipo ortostatico
en region proximal de extremidades inferiores con el tipico
«signo del helicéptero», que ademas le provocaba inesta-
bilidad de la marcha, la cual también tenia un aumento
de la base de sustentacion; este temblor de extremidades
inferiores no estaba presente en decubito supino ni estando
sentado. También resaltaba leve hiperreflexia simétrica de
extremidades inferiores.

Se le realizo estudio con electroencefalograma, elec-
troneurograma y puncion lumbar, de las cuales todas eran

estrictamente normales. El electromiograma mostraba des-
cargas de actividad muscular, ritmicas (temblor) de 15Hz de
frecuencia.

En la resonancia magnética (RM) cerebral se observo
lesiones hiperintensas en secuencia FLAIR en ambos brazos
posteriores de capsula interna, en region anterolateral de
protuberancia; asimismo, la secuencia T2 mostraba lesion
hiperintensa en ambos tractos piramidales a nivel de bulbo
raquideo y lesiones hipointensas a nivel mesencefalico en
nlcleo rojo y sustancia negra (figs. 1y 2).

Dias después de su ingreso, un familiar nos informa
que el paciente inhalaba gasolina desde hace unos anos
(8 aproximadamente) y tenia la fuerte sospecha que aln
lo hacia, sin quedar claro la frecuencia de la misma.
Dado los hallazgos del examen fisico, la neuroimagen y
el antecedente de inhalacion de gasolina se llega al diag-
nostico de temblor ortostatico secundario a inhalacion de
solventes (gasolina). Se inicié tratamiento sintomatico de
temblor ortostatico con clonazepam con excelente mejo-
ria del mismo. Fue dado de alta pocos dias después. En las
posteriores revisiones, el paciente refiere haber suspendido
la inhalacion de disolventes, pero sigue precisando el tra-
tamiento con clonazepam por la mejoria sintomatica del
temblor.

Respecto a la neuropatia optica sin filiar que tenia como
antecedente, consideramos se debia también al uso recrea-
tivo de disolventes organicos.

Discusién

Existe poca bibliografia sobre las lesiones en el sistema ner-
vioso que causa la exposicion a hidrocarburos volatiles. Las
sustancias que mas se han estudiado son los hidrocarburos
aromaticos (como el tolueno) y otros disolventes hexacarbo-
nados, por ser muy faciles de conseguir y estar disponibles
en los productos quimicos caseros’.

Las lesiones tipicas del sistema nervioso causadas por la
exposicion a sustancias volatiles suelen ser neuropatia peri-
férica, neuritis 6ptica y sordera neurosensorial. No obstante,
la lesion de la sustancia blanca tras la exposicion croénica a
hidrocarburos es tipica, ya que existen muchos casos donde
la describen?.

Las lesiones que provoca la intoxicacion crénica por
tolueno son visibles en la RM cerebral, que puede demos-
trar lesiones hiperintensas en secuencias T2 en la sustancia
blanca, mas manifiestas en brazo posterior de capsula
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Figura 1

Resonancia magnética cerebral en secuencia FLAIR, que muestra lesiones hiperintensas leves en ambos brazos posteriores

de capsula interna, y mas evidentes en region anterolateral de protuberancia.

interna, pedinculo cerebral, protuberancia ventral, pedin-
culo cerebeloso medio® y los ganglios de la base pueden
aparecer como hipointensos®. Se ha descrito algin caso de
degeneracion del cuerpo calloso secundario al uso recrea-
tivo de disolventes, en algunos estudios muy recientes®. Si
bien el consumo de cocaina también puede producir lesio-
nes de la sustancia blanca en la RM cerebral, se diferencia
del secundario a tolueno en que las lesiones de la sustan-
cia blanca se localizan predominantemente en regiones del
lobulo frontal, mientras que el troncoencéfalo y cerebelo
suelen estar libre de lesiones®.

Los sintomas de la afectacion de la sustancia blanca
pueden ser: temblor ortostatico’ (lo que padecia nues-
tro paciente), temblor intencional, caidas, marcha ata-
xica, disartria, ampliacion de la base de sustentacion,
inestabilidad, alteraciones del equilibrio®, paraparesia,

neuropatia periférica’ y déficit de concentracion, del pen-
samiento abstracto, asi como alteraciones de la lectura,
escritura y contenido del discurso’®. Como signos pueden
aparecer signos de piramidalismo, tales como hiperreflexia
miotatica y espasticidad.

Se ha realizado algin estudio sobre el deterioro
neuroldgico y neuropsicoldgico en adolescentes que abu-
saban de sustancias volatiles y trabajadores expuestos a
hidrocarburos, por motivos laborales'', demostrando dife-
rencias significativas entre la cohorte de expuestos y la
de no expuestos. Asimismo, se han demostrado danos
en la via dopaminérgica'>’® de los pacientes expues-
tos, pudiendo exacerbarse algin caso de parkinsonismo
secundario3.

Los casos con temblor ortostatico aislado el trata-
miento es sintomatico con clonazepam o con gabapentina.

Figura 2

Resonancia magnética cerebral secuencia T2, que muestra lesion hiperintensa en ambos tractos piramidales a nivel de

protuberancia y lesiones hipointensas a nivel mesencefalico en nlcleo rojo y sustancia negra.
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Asimismo, también se puede utilizar, como alternativa pri-
midona, acido valproico, mirtazapina y acetazolamida'.

El cuadro clinico suele ser reversible, siempre y cuando el
paciente abandone de forma definitiva y precoz el consumo
de disolventes'®, dado que si esto no sucede, los dafos en
el SNC se vuelven irreversibles'.

Financiacion

Declaramos no haber recibido ningln tipo de financiacion
publica y/o privada para la realizacion del presente trabajo.

Bibliografia

1. Ratner MH, Jabre JF. Treatment of the Neurotoxic Effects of
Organic Solvents. En: Noseworthy JH, editor. Editor-in-chief.
Neurological Therapeutics. Principles and practice. London:
Mayo Foundation for Medical Education and Research; 2003. p.
1694—700.

2. Yamanouchi N, Okada SI, Kodama K, Hirai S, Sekine H, Murakami
A, et al. White matter changes caused by chronic solvent abuse.
AJNR Am J Neuroradiol. 1995;16:1643—9.

3. Suzuki K, Wakayama Y, Takada H, Okayasu H. A case of chro-
nic toluene intoxication with abnormal MRI findings: Abnormal
intensity areas in cerebral white matter, basal ganglia, internal
capsule, brainstem and middle cerebellar peduncle [Article in
Japanese]. Rinsho Shinkeigaku. 1992;32:84—7.

4. Aydin K, Sencer S, Demir T, Ogel K, Tunaci A, Minareci O. Cranial
MR findings in chronic toluene abuse by inhalation. AINR Am J
Neuroradiol. 2002;23:1173—9.

5. Lin CM, Liu CK. Reversible cerebral periventricular white matter
changes with corpus callosum involvement in acute toluene-
poisoning. J Neuroimaging. 2015;25:497—-5004.

6. Bianco F, lacovelli E, Tinelli E, Lepre C, Pauri F. Recurrent
leukoencephalopathy in a cocaine abuser. Neurotoxicology.
2011;32:410—2.

7. Maruff P, Burns CB, Tyler P, Currie BJ, Currie J. Neurological
cognitive abnormalities associated with chronic petrol sniffing.
Brain. 1998;121:1903—17.

8. Sasa M, lgarashi S, Miyazaki T, Miyazaki K, Nakano S, Matsuoka
I. Equilibrium disorders with diffuse brain atrophy in long-term
toluene sniffing. Arch Otorhinolaryngol. 1978;221:163—9.

9. Ramcharan K, Ramesar A, Ramdath M, Teelucksingh J, Gosein
M. Encephalopathy and Neuropathy due to Glue, Paint Thinner,
and Gasoline Sniffing in Trinidad and Tobago-MRI Findings. Case
Rep Neurol Med. 2014;2014:850109.

10. Yuncu Z, Zorlu N, Saatcioglu H, Basay B, Basay O, Zorlu PK, et al.
Abnormal white matter integrity and impairment of cognitive
abilities in adolescent inhalant abusers. Neurotoxicol Teratol.
2015;47:89—-95.

11. Eller N, Netterstrom B, Laursen P. Risk of chronic effects on the
central nervous system at low toluene exposure. J Soc Occup
Med. 1999;49:289—-95.

12. Woodward JJ, Beckley J. Effects of the abused inhalant toluene
on the mesolimbic dopamine system. J Drug Alcohol Res.
2014;3:235838.

13. Papageorgiou SG, Karantoni E, Pandis D, Kouzoupis AV, Kal-
fakis N, Limouris GS. Severe dopaminergic pathways damage
in case of chronic toluene abuse. Clin Neurol Neurosurg.
2009;111:864—7.

14. Gerschlager W, Miinchau A, Katzenschlager R, Brown P, Rothwell
JC, Quinn N, et al. Natural history and syndromic associations
of orthostatic tremor: A review of 41 patients. Mov Disord.
2004;19:788—-95.

15. Duncan JR, Dick AL, Egan G, Kolbe S, Gavrilescu M, Wright
D, et al. Adolescent toluene inhalation in rats affects white
matter maturation with the potential for recovery following
abstinence. PLoS One. 2012;7:e44790.

16. Knox JW, Nelson JR. Permanent encephalopathy from toluene
inhalation. N Eng Med. 1966;275:1494—6.

H. Cruz Tabuenca, J.L. Camacho Velasquez*,
E. Rivero Sanz, S. Sanchez Valiente y J. Lopez del Val.

Servicio de Neurologia, Hospital Clinico Universitario
Lozano Blesa, Zaragoza, Espana

* Autor para correspondencia.
Correo electrénico: jlcv2002@hotmail.com
(J.L. Camacho Velasquez).

http://dx.doi.org/10.1016/3j.nrl.2015.10.007

0213-4853/

© 2015 Sociedad Espanola de Neurologia. Publicado por Elsevier
Espafa, S.L.U. Este es un articulo Open Access bajo la licencia CC
BY-NC-SA (http://creativecommons.org/licenses/by-nc-sa/3.0/).



http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0085
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0090
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0095
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0100
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0105
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0110
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0115
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0120
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0125
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0130
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0135
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0140
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0145
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0150
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0155
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
http://refhub.elsevier.com/S0213-4853(15)00216-9/sbref0160
mailto:jlcv2002@hotmail.com
dx.doi.org/10.1016/j.nrl.2015.10.007
http://creativecommons.org/licenses/by-nc-sa/3.0/

	Temblor ortostático secundario al uso recreativo de disolventes
	Discusión
	Financiación

	Bibliografía
	Temblor ortostatico secundario al uso recreativo de disolventes
	Discusin
	Financiacin

	Bibliograf{í}a
	Tromblisis intravenosa y trombectomia en paciente joven con ictus isquemico por mixoma auricular desconocido: ¿hay suficiente evidencia en los recientes ensayos clinicos de reperfusin para estos casos?
	Financiacin
	Conflicto de intereses

	Bibliograf{í}a
	Apomorfina en bomba de perfusin continua en pacientes con enfermedad de Parkinson avanzada con diferente grado de afectacin funcional
	Pacientes y metodos
	Valoracin de la afectacin funcional y clasificacin de pacientes
	Procedimiento
	Variables de resultado
	Analisis estadistico

	Resultados
	Discusin
	Financiacin

	Bibliograf{í}a
	Nilotinib como factor de riesgo de ictus isquemico. A propsito de 3 casos
	Descripcin de los 3 casos
	Caso 1
	Caso 2
	Caso 3

	Discusin
	Agradecimientos

	Bibliograf{í}a
	Perdida visual debido a trombosis de senos venosos en neuro-Behet
	Conclusin
	Financiacin
	Conflicto de intereses
	Agradecimientos

	Bibliograf{í}a

